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Objectives:
Primary Objective

o To evaluate and compare the microbial count from Denture Disc Samples 

following daily use regimen of a denture cleanser compared to a single (once 

a week) use regimen on Day 7.

Secondary Objective

o To evaluate and compare the microbial count from the Denture Disc Samples 

following daily use regimen of a denture cleanser compared to a single (once 

a week) use regimen on Day 3.

Exploratory Objectives

o To evaluate and compare the microbial count from the denture sonicate

solution following daily use regimen of a denture cleanser compared to a 

single (once a week) use regimen on Day 7.

o To evaluate and compare plaque levels following daily use regimen of a 

denture cleanser compared to a single (once a week) use regimen.

o To evaluate and compare the microbial composition from the Disc Samples

following daily use regimen of a denture cleanser compared to a single (once 

a week) use regimen.

o To evaluate and compare stain levels on the maxillary denture following daily 

use regimen of a denture cleanser compared to a single (once a week) use 

regimen.

o To evaluate and compare the subject assessment questionnaire following daily 

use regimen of a denture cleanser compared to a single (once a week) use 

regimen.

Design / Methodology:
This was a single-center, 2 period, examiner-blind, randomized, 7 day crossover 

study in adult subjects with a complete maxillary denture to investigate the changes in 

microbial counts, microbial composition, denture plaque and denture stain on the 

maxillary dentures following a Daily use regimen of a denture cleanser compared to a 

Weekly use regime (single use, once a week) of a denture cleanser.

Study schedule

At Visit 1 (Screening, Day -1), subjects provided written informed consent and 

eligibility was assessed. The quality of the maxillary dentures including denture 
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retention and stability was assessed. Subjects had to have a well-made and 

moderately well-fitting maxillary complete denture as per Inclusion Criteria 4.  At

Visit 1 subjects received a denture prophylaxis of the maxillary complete denture and 

zero plaque and stain scores were confirmed by the post-prophylaxis assessments. At

Visit 2 (Day 0) subjects were assigned to a study treatment (Daily use or Weekly use 

of a denture cleanser) sequence order in accordance with the randomization schedule 

(all subjects received both treatments in sequence -crossover study), allocated product 

usage occurred on site (supervised) and assessments were carried out pre- and post-

treatment. To complete Treatment period 1 assessments, subjects returned on Day 3 

(Visit 3) and Day 7 (Visit 4). Following a washout period (7 ± 3 days) subjects 

returned for Treatment period 2 at Day -1 for prophylaxis and assessments as 

described above (Visit 5) and at Day 0 (Visit 6), Day 3 (Visit 7) and Day 7 (Visit 8)

for treatment and assessments. Figure 1 details the schedule of events and procedures

at each visit for both treatments.

Study procedures

Microbial sampling 

In order to collect samples from the tissue fitting surface of the maxillary denture for 

microbiological analysis, the denture was sampled in four quadrants lateral to the 

midline and corresponding to the palatal rugae (Figure 2). Pre-prophylaxis and pre-

treatment samples were taken from the left rough (A) and left smooth (D) denture 

side. Post prophylaxis and post-treatment samples were taken from the right rough 

(B) and right smooth (C) denture surface. A pre-sterilized 10 mm filter paper disc was 

lightly pressed against the allocated quadrant for 20 seconds prior to aseptic removal. 

Two discs, of the allocated quadrants (depending on the time point), were pooled and 

processed appropriately for microbiology cultures (Colony Forming Units, CFU/disc)

to asses microbial counts, and for molecular microbial analysis (quantitative 

polymerase chain reaction, qPCR) to assess denture microbial composition as 

described in the study Analytical Protocol (Laboratory Processing 2 and 3

respectively). To investigate the microbial counts and microbial composition on the 

whole maxillary denture, on Day -1 (pre-prophylaxis) and Day 7 (post-treatment), the 

maxillary denture was placed in a sterile bag with saline solution and placed in an 

ultrasonic bath. This procedure removed microbes adhered to all areas of the denture. 

The resulting sample was processed appropriately for microbiology cultures (Colony 

Forming Units, CFU/denture) and for molecular microbial analysis (qPCR) as 

described in the Analytical Protocol (Laboratory Processing 1 and 3 respectively). 
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Figure 1: Flow chart of study schedule 
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Microbial count and microbial composition

To determine the microbial counts (Primary and Secondary Objective) microbiology 

cultures from denture disc and denture sonicate samples were serially diluted and 

plated into appropriate agar plates and incubated either aerobically or anaerobically, 

resulting in total CFU counts per disc or per denture for three microbial groups: 

aerobic bacteria, facultative anaerobic bacteria and Candida (Laboratory Processing 1 

and 2).

Changes in microbial composition following the treatment regimens (Exploratory 

objective) were investigated with molecular microbiology techniques (qPCR). A 

targeted approach was taken where 8 oral species were investigated by the use of 

specific primers: Candida spp. (using 18S generic Candida primers), Streptococcus 

sp (using primers for S. mitis, S. intermedius and S. oralis), Actinomyces naeslundii,

Veillonella dispar, Lactobacillus casei, Lactobacillus zeae, Rothia denticariosa and 

Fusobacterium nucleatum (Laboratory Processing 2 and 4). 

Figure 2: Denture Disc microbiology sample collection areas in the maxillary 

denture

Clinical assessments

The denture plaque was assessed on three areas separately: fitting surfaces, polished 

surfaces and denture teeth (facial/buccal and palatal) based on the modification of the 

Clinical Categorization of Denture Cleanliness Index (Blair et al 1995).

0 No visible plaque; no matter adherent to the side of the dental probe on light scraping

1 No visible plaque; matter adherent to the side of the dental probe on light scraping

2 Deposits of plaque just visible on careful examination without need to confirm by 
scraping

3 Deposits of plaque clearly visible
4 Gross plaque deposits (“velvet appearance”)
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For a given denture area under examination, the highest score of that area was 

recorded. 

Similarly, denture stain was assessed on three areas separately: fitting surfaces, 

polished surfaces and denture teeth (facial/buccal and palatal) by modification of the 

Denture Cleanser Index (Mylonas et al 2014). The stain scale was related to the 

percentage of the surface covered in stain as follows:

0 No staining detectable
1 Little staining (< 25% of surface stained) 
2 Moderate staining of surface (25-50% of surface stained)
3 Severe staining of surface ( >50% of surface stained)

The subjects also completed a consumer perception questionnaire (Subject 

Assessment Questionnaire [SAQ]) to gain information on subjective perceived breath 

freshness and cleanliness of the denture (Clinical Protocol Appendix 2) before and 

after each denture cleaning treatment regimens. 

Adverse events (AEs) were collected from the start of the denture and dental 

prophylaxis at the Screening Visit until 5 days following last administration of study 

product. Incidents were documented from Baseline visit (Visit 2). Oral soft tissue 

examinations (OST) were performed at all base visits pre-prophylaxis (Visit 1 and 5) 

or pre-treatment (Visit 2, 3, 4, 6, 7 and 8).

Number of subjects (planned and analyzed):
Due to lack of data from previous similar studies, it was not possible to perform a 

formal sample size calculation. However, a total of 17 subjects were considered 

sufficient to assess the efficacy and safety of the treatments under investigation. 

A total of 25 subjects were screened, with a total of 19 subjects randomized (Table 

9.1.1.1, 9.1.1.2). All 19 randomized subjects were included in safety, intent-to treat 

(ITT) and per-protocol (PP) populations (Table 9.1.1.1). There were no subject 

withdrawals in the study and all 19 randomized subjects completed the study. 

Protocol violations leading to data exclusion from PP analyses are summarized in

Table 9.1.2.1. All subjects received the assigned treatments as in the randomization 

scheme (Listing 2.1).
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Main criteria for inclusion:
Healthy male and female subjects between 18 years and 84 years of age were 

included in this study. Subjects had a completely edentulous maxilla restored with 

well to moderately well-fitting and well-made conventional (full acrylic) full 

maxillary denture.

Test and Reference Therapy, dose and mode of administration:
For Test Product 2, where a subject was randomized to a weekly use regimen, the 

supervised product use on site on Day 0 and Day 3 was with water. The denture 

cleanser tablet was only used on Day 7.

Daily use 
Treatment Regimen 1

Weekly use 
Treatment Regimen 2

Product Name Corega® Tabs Dental Weiss für Raucher German 
Marketed Product

Product 
Formulation Code 
(MFC)
Dose 1 tablet per day

(Supervised at site on 
Day 0, Day 3 and Day 7)

1 tablet on Day 7 
(Supervised at site) 

Route of 
Administration

N/A N/A

Dosing 
Instructions

Supervised product use 
at site*:
Soak dentures in cup of 
very warm water (150 
milliliter [ml]) with 1 
tablet for 15 minutes
(mins). Brush dentures 
for 30 seconds using the 
solution, rinse under 
running water for 10 
seconds.

Home use:
In the evening: 
o Upper arch: Soak 

dentures in cup of 
very warm water 
(150 ml) with 1 tablet 
for 15 mins. Brush 

Supervised product use 
at site**:
Soak dentures in cup of 
very warm water (150 
ml) with 1 tablet for 15 
mins. Brush dentures for 
30 seconds using the 
solution, rinse under 
running water for 10 
seconds.

Home use:
In the evening: 
o Upper arch: Soak 

dentures in cup of 
very warm water 
(150 ml) for 15 mins. 
Brush dentures for 30 
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dentures for 30 
seconds using the 
solution, rinse under 
running water for 10 
seconds. Overnight 
soak in 150 ml of 
water.

o Lower arch: The 
lower arch can be 
cleaned using the 
subjects’ normal oral 
hygiene procedures. 
(Mouthwashes are 
not permitted). If the 
subjects have lower 
removable partial or 
complete dentures, 
the soaking of these 
dentures should be 
done in a separate 
cup from the cup 
provided for soaking 
the upper denture.

In the morning:
o Upper arch:

Cleaning of the upper 
denture is not 
permitted.

o Lower arch: The 
lower arch can be
cleaned using the 
subjects’ normal oral 
hygiene procedures. 
(Mouthwashes are 
not permitted).

seconds using the 
water, rinse under 
running water for 10 
seconds in the 
evening. Overnight
soak in 150 ml of 
water.

o Lower arch: The 
lower arch can be 
cleaned using the 
subjects’ normal oral 
hygiene procedures. 
(Mouthwashes are 
not permitted). If the 
subjects have lower 
removable partial or 
complete dentures, 
the soaking of these 
dentures should be 
done in a separate 
cup from the cup 
provided for soaking 
the upper denture.

In the morning:
o Upper arch:

Cleaning of the upper 
denture is not 
permitted.

o Lower arch: The 
lower arch can be 
cleaned using the 
subjects’ normal oral 
hygiene procedures. 
(Mouthwashes are 
not permitted).

* For the daily use regimen, the supervised product at site occurred at Day 0, Day 3 and Day 7. 
** For the once a week regimen supervised product at site occurred at Day 7. At Day 0 and Day 3 
same procedure occurred but using water without product. 
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Duration of treatment:
Treatment Regimen 1, Daily use
Subjects assigned to the Daily use regimen use the denture cleanser once a day (either 

supervised at clinical site or at home). On Day 0, Day 3 and Day 7 subjects used the 

denture cleanser supervised at the clinical site and were instructed not to use their 

treatment regimen in the evening. On the remaining days, subjects used the denture 

cleanser at home once a day at night. 

Treatment Regimen 2, Weekly use
Subjects assigned to the Weekly use regimen use the denture cleanser once on Day 7 

supervised at the clinical site. On the remaining days, subjects cleaned their dentures 

with water, either at home once a day or on Day 0 and Day 3 supervised at the 

clinical site. On Day 0, Day 3 and Day 7 subjects were instructed not to use their 

treatment regimen in the evening.

Criteria for evaluation:
Efficacy: The success criteria for this study was to observe a statistically significant 

greater reduction in aerobic bacteria microbial counts, anaerobic bacteria microbial 

counts or Candida microbial count for the Daily use regimen compared to the Weekly 

use regimen after 7 days. 

All other secondary and exploratory endpoints captured in this study (microbial 

composition, plaque and stain assessments, and subject questionnaire) were used to 

investigate the efficacy of the Daily use regimen compared to the Weekly use regime 

after 3 days and 7 days.

Safety: The assessment for safety was based on OST abnormalities, incidents and 

AEs reported following dosing with study treatment.

Statistical methods:
All the endpoints were tested under the following general hypotheses.

H0: There was no treatment difference between daily and weekly product use.

The alternative hypothesis was -

H1: There was a treatment difference between daily and weekly product use.

All the statistical analyses were conducted using statistical software Statistical 

Analysis System (SAS) version 9.2.
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Primary Efficacy Analysis

Primary Efficacy endpoints are described in detail below. This description includes a 

clarification to the endpoints, which has been covered in the amended Statistical 

Analysis Plan (SAP), stating that the three microbial groups are to be analyzed

separately (aerobic bacteria microbial count, anaerobic bacteria microbial count and 

Candida microbial count). This clarification was needed following review of the draft 

CSR by the Principal Investigator (PI), whereby these three microbial groups were 

incorrectly analyzed as a single endpoint (“microbial count”). This amendment was 

done after un-blinding and all analysis presented here were performed after un-

blinding. The objectives and endpoints have not been changed and remain as in the 

approved Clinical Protocol.  

Microbial count at Day 7 - microbiology culture of aerobic bacteria, anaerobic 

bacteria and Candida from disc samples 

The primary efficacy analysis was the change from baseline (Day 0 pre-treatment) in 

aerobic bacteria, anaerobic bacteria and Candida microbial count on Day 7 (post-

treatment) from disc samples as measured by colony forming units (CFU/disc). The 

three microbial counts were analyzed separately for both treatment regimens (Daily 

use and Weekly use). 

The microbial counts were log transformed (base 10) prior to any analysis being 

performed (i.e. descriptive or statistical analyses). In a large number of samples from 

all timepoints and treatments no microbes were retrieved which resulted in numerous 

zero values. To be able to perform log transformation of zero values a constant (+ 1) 

was added to all values prior to log transformation. Data was checked for normality 

assumptions. 

All counts (+1) were transformed into the log-base10 (log10) scale.  Changes in this 

from baseline were analyzed using an analysis of covariance (ANCOVA) model with 

treatment and period as fixed effects, subject-level (mean across treatment periods) 

and period-level pre-treatment (on Day 0) baseline scores (with the same 

transformation) as covariates. To allow model estimates to be representative of the 

studied population, subject was included in the model as a random effect. Confidence 

Intervals (CIs) and p-values were calculated for the difference between the treatments 

(Daily use vs Weekly use).
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Model assumptions were investigated using probability plot (Q_Q plot) and residual 

plot. No assumptions were violated, therefore parametric ANCOVA analysis method 

was used.

Secondary Efficacy Analysis

Microbial count at Day 3 - microbiology culture of aerobic bacteria, anaerobic

bacteria and Candida from disc samples 

The secondary efficacy analysis was the change from baseline (Day 0 pre-treatment) 

in aerobic bacteria, anaerobic bacteria and Candida microbial count on Day 3 (post-

treatment) from disc samples as measured by colony forming units (CFU/disc). The 

three microbial counts were analyzed separately, and analyzed using the same method 

as for each of the primary endpoints described in the section above in order to 

compare between treatment regimens (Daily use and Weekly use).

Exploratory Efficacy Analysis

Microbial Count at Day 7 – microbiology culture of aerobic bacteria, anaerobic 

bacteria and Candida from denture sonicate 

An exploratory analysis was the change from Day -1 (pre-prophylaxis) in aerobic 

bacteria, anaerobic bacteria and Candida microbial count on Day 7 (post-treatment) 

from denture sonicate as measured by colony forming units (CFU/denture). The three 

microbial counts were analyzed separately, and analyzed using the same method as 

for each of the primary endpoints described in the section above in order to compare 

between treatment regimens (Daily use and Weekly use).

Denture Plaque levels at Day 7 and Day 3

The denture plaque exploratory analysis was the change from baseline (Day 0 pre-

treatment) in tissue fitting surfaces, polished surfaces and denture teeth plaque score 

on Day 3 and Day 7 (post treatment). The plaque on the three denture surfaces were 

analyzed separately in order to compare between treatment regimens (Daily use and 

Weekly use).

The change from baseline in plaque scores at Day 7 and Day 3 in the tissue fitting 

surfaces, polished surfaces and denture teeth was calculated. Each endpoint was

analysed separately using an ANCOVA model with treatment and period as fixed 
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effects, subject-level (mean across treatment periods) and period-level (period level 

minus subject level) pre-treatment (on Day 0) baseline scores as covariates. To allow 

model estimates to be representative of the studied population, subject was included 

into the model as a random effect. CIs and p-values were calculated for the difference 

between the treatments (Daily use and Weekly use). 

Model assumptions were investigated using probability plot (Q_Q plot) and residual 

plot. No assumptions were violated, therefore parametric ANCOVA analysis method 

was used.

Microbial Composition at Day 7 and Day 3 – assessed by qPCR from disc samples

An exploratory efficacy analysis was the microbial composition as assessed by the 

percentage of microbial groups measured by qPCR on Day 0, Day 3 and Day 7. 

Microbial composition was represented for both treatments (Daily use and Weekly

use) in a stacked bar chart, as percentage of each microbial group. The sum of the 8 

oral microbial groups analyzed was considered as 100%.

Denture Stain levels at Day 7 and Day 3

The denture stain secondary analysis was the change from baseline (Day 0 pre-

treatment) in tissue fitting surfaces, polished surfaces and denture teeth stain score on 

Day 7 (post treatment). The stain score on the three denture surfaces were analyzed

separately in order to compare between treatment regimens (Daily use and Weekly 

use).

Analysis of SAQ at Day 7

The SAQ was analyzed as the change from Day -1 (pre-prophylaxis) on Day 7 (post-

treatment) as counts and percentages of scores for each question by treatment. 

Frequency and percentages by treatment for each of the four questions for screening 

and Day 7 pre and post treatment was used to summarize the SAQ data. 

Examiner Repeatability

At each visit, for a random sample of subjects, stain and plaque assessments were

repeated by the examiner. The repeat assessments were compared to the original 

assessments for stain and plaque respectively and were not used in any efficacy 

analysis. The intra-examiner repeatability assessment was performed to check the 
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consistency of the examiners in measuring the plaque and stain levels on the denture 

surfaces. For each parameter of stain and plaque assessments, a weighted kappa 

coefficient (), along with the 95% CI was calculated to assess the intra-examiner 

reliability. Fleiss-Cohen weighted kappa was calculated for the repeatability analysis 

for each denture surface (tissue fitting surfaces, polished surfaces and denture teeth).

Reliability was deemed

 Excellent if > 0.75

 Fair to good if 0.4 ≤ ≤ 0.75

 Poor if < 0.4

All subjects who had repeatability data were included in this analysis.

Other analysis
In this study data was collected at Visits and timepoints that were not specified in the 

objectives or endpoints (Day -1 pre- and post-prophylaxis; Day 3, pre-treatment; and 

Day 7 pre treatment). This data is presented in Summary Tables, and no formal 

statistical analysis have been performed.  Microbial composition was also analyzed

by microbiome techniques, and this data is only summarized in this report as the 

number of unique Operational Taxonomic Units (OTU) per sample (Table 9.3.4.2).

Summary:

A total of 25 subjects were screened, with a total of 19 subjects randomized to a 

treatment sequence (Table 9.1.1.1, 9.1.1.2). All 19 randomized subjects were included 

in safety, intent-to treat (ITT) and per-protocol (PP) populations (Table 9.1.1.1). 

There were no subject withdrawals with all the 19 randomized subjects completing

the study. There was one protocol violation in the Daily use regimen and one in the 

Weekly use regimen treatment periods which led to data exclusion (Table 9.1.2.1).
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Demographic/Baseline Characteristics:
Of the 19 subjects in the Safety population, the majority were female (12, 63.2%) and 

White (19, 100%), with a mean age of 68.7 years (SD 5.10, range 60-75 years) (Table 

9.2.1.1). The demographic characteristics of the ITT population were the same as the 

Safety population (Tables 9.2.1.2).

Efficacy Results:

Efficacy analysis was based on the ITT population. The ANCOVA model 

assumptions were investigated and considered to be satisfied for primary analysis

with count data transformed as Log10(Count+1) at each timepoint.  Log10 is the 

conventional transformation for such data (where exponential-multiplicative growth 

is anticipated) and the +1 was added due to zero counts, where microbes were no 

retrieved from samples. Raw means and SE, and geometric means for all time points 

and treatments are presented in Source tables.

The result of the primary analysis (aerobic bacteria, anaerobic bacteria and Candida

microbial count from denture disc samples, Day 7) are summarized in Table 1. The 

analysis of these parameters at Day 3 are also summarized in Table 1, Table 2 gives 

the same results for data from denture sonicate samples. Tables 3 summarizes the 

analysis of plaque scores stain scores respectively.

Primary Efficacy Results

Microbial count at Day 7 - microbiology culture of aerobic bacteria, anaerobic

bacteria and Candida from denture disc samples 

At baseline (Day 0, pre-treatment), the transformed microbial counts 

[Log10(Count+1)] were slightly higher in the Weekly use treatment at 2.27 

Log10(CFU/disc) compared to 2.04 for Daily Use for aerobic bacteria (Table 

9.3.1.1.1). These values for anaerobic bacteria were 2.47 and 2.07 respectively (Table 

9.3.1.1.2) (Figure 3). 

A reduction from baseline in both microbial groups was observed on Day 7 for both 

treatments resulting in values of 0.26 Log10(CFU/disc) and 1.06 Log10(CFU/disc)

aerobic bacteria in the Daily Use and the Weekly use treatment respectively (Table 

9.3.1.1.1), and 0.50 Log10(CFU/disc) and 0.93 Log10(CFU/disc) anaerobic bacteria

(Table 9.3.1.1.2) for each treatment respectively (Figure 3). A statistically significant 

between treatment difference was observed for aerobic bacteria microbial count at 
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Day 7 with the greater reduction observed for the Daily use treatment (Table 1) (-0.86 

adjusted mean treatment difference, p-value 0.0144). For the anaerobic bacteria, a 

directional between treatment difference was observed in favor of the Daily use 

treatment, however this difference was not statistically significant (-0.48 adjusted 

mean treatment difference, p-value 0.1879)             

Overall, relatively low numbers of microbes were retrieved from the disc samples and 

a high proportion of subjects had no microbial count, particularly in the post-

treatment samples. At Day 7 following the Daily use treatment regimen no microbes 

were retrieved in a large number of subjects (18 out of 19 subjects for aerobic 

bacteria, and 16 out 19 subjects for anaerobic bacteria), while in the Weekly use no 

microbes were retrieved from slightly fewer subjects (13 out 19 subjects for both 

microbial groups) (Figure 4).  

Candida were retrieved in very few samples, with the majority of subjects having no

Candida counts at all. Therefore, it was not possible to statistically analyze these data. 

Summary counts are presented in source table 9.3.1.1.3. 

Figure 3: a) Aerobic bacteria and b) Anaerobic bacteria Microbial count 
Log10(CFU/disc) by Visit and Treatment from denture disc samples (ITT 
population)

Source Table 9.3.1.1.1 and 9.3.1.1.2. Values are Log10(Count+1) mean ± SE

a) b)
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Table 1: Statistical Analysis of Change from Baseline in aerobic bacteria and 
anaerobic bacteria microbial counts (CFU/disc) from Denture Disc Samples (ITT 
Population)

Adjusted mean - Change 
from baseline [1, 2]

Treatment Comparison [2]

Daily use 
Mean (SE)

Weekly use 
Mean (SE)

Difference 
(95% CI) [3]

p-
value

Ratio 
(95% CI) [4]

Aerobic bacteria
Day 3 (post 
treatment)

-1.85 (0.39) 0.47 (0.39) -2.32             
(-3.43, -1.20)

0.0002 0.005      
(0.0004, 0.0628)

Day 7 (post 
treatment)

-1.92 (0.32) -1.06 (0.32) -0.86             
(-1.53, -0.19)

0.0144 0.137      
(0.0295, 0.6369)

Anaerobic bacteria
Day 3 (post 
treatment)

-1.94 (0.38) 1.28 (0.38) -3.22              
(-4.24, -2.19)

<.0001 0.001     
(0.0001, 0.0064)

Day 7 (post 
treatment)

-1.80 (0.33) -1.31 (0.32) -0.48             
(-1.23, 0.26)

0.1879 0.328      
(0.0589, 1.8257)

[1] Adjusted mean and their standard errors are on the log scale where the response variable is 
Log10{(count+1)/(baseline+1)}
[2] Analyses was performed using ANCOVA Model with Log10 Change from Baseline in aerobic or anaerobic 
bacteria microbial count as response variable (as in note [1]), Treatment and Period as fixed effect, subject level 
and Period level pre-treatment Log10 microbial count as covariates and Subject as random effect.
[3] Difference is first named treatment minus second named treatment in log10{(count+1)/(baseline+1)} such that 
a negative difference favors the first named treatment.                                                                                                            
[4] Ratio of geometric means (and 95% CI) obtained by taking the antilog of the treatment difference obtained 
from the ANCOVA model.

Source Table 9.3.1.2.1 and 9.3.1.2.2

Secondary Efficacy Analysis

Microbial count at Day 3 - microbiology culture of aerobic, anaerobic and Candida

from disc samples 

At Day 3, a reduction from baseline in aerobic and anaerobic bacteria was observed 

for the Daily use treatment, resulting in 0.31 and 0.33 Log10(CFU/disc) respectively 

(Tables 9.3.1.1.1 and Tables 9.3.1.1.2; Figure 3).  Subjects in the Weekly use 

treatment, who did not use the denture cleanser tablet but cleaned their denture with 

water instead, showed an increase in both microbial counts. Aerobic bacteria 
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increased to 2.63 Log10(CFU/disc) while anaerobic bacteria increased to 3.55 

Log10(CFU/disc) (Table 9.3.1.1.1 and 9.3.1.12; Figure 3).

Figure 4: Count of number of subjects versus Aerobic bacteria Microbial count 
Log10(CFU/disc) in a) Daily use and b) Weekly use; and Anaerobic bacteria
Microbial count Log10(CFU/disc) in c) Daily Use and d) Weekly Use Microbial 
count Log10(CFU/disc) from denture disc samples (ITT population)

A statistically significant between treatment difference was observed for aerobic and 

anaerobic bacteria microbial count at Day 3 with the greater reduction observed for 

the Daily use treatment (Table 1) (-2.32 adjusted mean treatment difference, p-value 

0.0002 for aerobic bacteria and -3.22, p-value <.0001 for anaerobic bacteria).            

Following the Daily use treatment regimen, a high proportion of subjects had no 

microbial counts at Day 3 (17 out of 19 for both aerobic and anaerobic bacteria) while 

in the Weekly use treatment regimen no microbes were retrieved from fewer subjects 
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0

2

4

6

8

10

12

14

16

18

20

0

-1
0

-1
00

-1
00

0

-1
00

00

-1
00

00
0

-1
00

00
0

0

-1
00

00
0

00

N
um

be
r 

of
 S

ub
je

ct
s

Aerobic bacteria [Log10(CFU/disc +1)]

Weekly Use

Baseline Day 3 Day 7

0

2

4

6

8

10

12

14

16

18

20

0

-1
0

-1
00

-1
00

0

-1
00

00

-1
00

00
0

-1
00

00
0

0

-
10

00
0

00
0

N
um

be
r 

O
f S

ub
je

ct
s

Aerobic bacteria [Log10(CFU/disc)]

Daily Use

Baseline Day 3 Day 7

0

2

4

6

8

10

12

14

16

18

20

0

-1
0

-1
00

-1
00

0

-1
00

00

-1
00

00
0

-1
00

00
0

0

-1
00

00
0

00

N
um

be
r 

of
 S

ub
je

ct
s

Anaerobic bacteria [Log10(CFU/disc)]

Daily Use

Baseline Day 3 Day 7

0

2

4

6

8

10

12

14

16

18

20

0

-1
0

-1
00

-1
00

0

-1
00

00

-1
00

00
0

-1
00

00
0

0

-1
00

00
0

00

N
um

be
r 

of
 S

ub
je

ct
s

Anaerobic bacteria [Log10(CFU/disc)]

Weekly Use

Baseline Day 3 Day 7

 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 

- 205202 Synopsis Report

Volume 1   Page 18 of 346  Doc Pg 17 of 30

Document Version:8.0,Most-Recent,Effective,CURRENT

Page 22 of 351

 

Document Name  

Type Version Document Identifier Effective Date 

    

Reason For Issue  
 

 

 

 

 

15-Dec-2017 15:17:33eldo_controlled 1.0; CURRENT; Most-Recent; Effective

205202 Synopsis

Auto Issue
090032d580dd428c

Page 23 of 442

 

Document Name  

Type Version Document Identifier Effective Date 

    

Reason For Issue  
 

 

 

 

 

gsk-205202-clinical-study-report.pdf

eldo_controlled 0.2; CURRENT; Most-Recent; Reviewed 090032d581229ab2



(7 out of 19 subjects for aerobic bacteria and 4 out of 19 for anaerobic bacteria) 

(Figure 4). 

Similarly to Day 7, Candida were retrieved in very few samples and it was not 

possible to statistically analyze these data. Summary counts are presented in source 

table 9.3.1.1.3. 

Exploratory Analysis

Microbial Count at Day 7 – microbiology culture of aerobic, anaerobic and 

Candida from denture sonicate 

Denture sonicate microbial samples were collected only at Day -1 visit (Screening 

visit) before initial prophylaxis (pre-prophylaxis) and at Day 7 (post-treatment). Pre-

prophylaxis, the microbial counts (Log10 transformed) of the two treatment regimens 

were slightly higher in the Weekly use treatment, with 7.59 Log10(CFU/denture)

compared to 7.42 for aerobic bacteria (Table 9.3.1.3.1). The values for anaerobic 

bacteria were 7.67 and 7.46 respectively (Table 9.3.1.3.2) (Figure 5). 

A small reduction from baseline in both microbial groups was observed on Day 7 for 

both treatments resulting in 7.15 Log10(CFU/denture) and 7.04 Log10(CFU/denture) 

aerobic bacteria in the Daily Use and the Weekly use treatment respectively, and 7.22

Log10(CFU/denture) and 7.19 Log10(CFU/denture) anaerobic bacteria for Daily Use 

and Weekly use treatment respectively (Figure 5, Table 9.3.1.3.1 and 9.3.1.3.2). No 

statistically significant between treatment difference was observed for aerobic or 

anaerobic bacteria microbial count at Day 7 in the denture sonicate samples (Table 2). 

Candida microbial count from both time points and treatments were retrieved at

lower numbers than aerobic or anaerobic bacteria. Pre-prophylaxis, 1.65

Log10(CFU/denture) and 1.20 Log10(CFU/denture) were observed in the Daily and 

Weekly use treatment respectively (Table 9.3.1.3.3). At Day 7, there was a decrease 

in Candida microbial counts following the use of the Daily use treatment down to 

0.68, and an increase in the Weekly use treatment (1.48). A directional between 

treatment difference was observed in favor of the Daily use treatment, however this 

difference was not statistically significant (-0.60 adjusted mean treatment difference, 

p-value 0.325) (Table 2).

 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 

- 205202 Synopsis Report

Volume 1   Page 19 of 346  Doc Pg 18 of 30

Document Version:8.0,Most-Recent,Effective,CURRENT

Page 23 of 351

 

Document Name  

Type Version Document Identifier Effective Date 

    

Reason For Issue  
 

 

 

 

 

15-Dec-2017 15:17:33eldo_controlled 1.0; CURRENT; Most-Recent; Effective

205202 Synopsis

Auto Issue
090032d580dd428c

Page 24 of 442

 

Document Name  

Type Version Document Identifier Effective Date 

    

Reason For Issue  
 

 

 

 

 

gsk-205202-clinical-study-report.pdf

eldo_controlled 0.2; CURRENT; Most-Recent; Reviewed 090032d581229ab2



Figure 5: a) Aerobic bacteria and b) Anaerobic bacteria and c) Candida
Microbial count Log10(CFU/denture) by Visit and Treatment from denture 
sonicate samples (ITT population)

a) b)

c) Values are 
Log10(Count+1)
mean ± SE

Source: Table 9.3.1.3.1, 
9.3.1.3.2 and 9.3.1.3.3.  
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Table 2: Statistical Analysis of Change from Baseline in aerobic bacteria, 
anaerobic bacteria and Candida microbial counts (CFU/denture) from Denture 
Sonicate Samples (ITT Population)

Adjusted mean - Change 
from baseline [1, 2]

Treatment Comparison [2]

Daily use 
Mean (SE)

Weekly use 
Mean (SE)

Difference 
(95% CI) [3]

p-
value

Ratio 
(95% CI) [4]

Aerobic bacteria
Day 7 (post 
treatment)

-0.36 (0.13) -0.48 (0.13) 0.12           
(-0.257, 0.505)

0.5118 1.33          
(0.55, 3.20)

Anaerobic bacteria
Day 7 (post 
treatment)

-0.35 (0.13) -0.42 (0.14) 0.07              
(-0.33, 0.46)

0.7316 1.17          
(0.47, 2.88)

Candida
Day 7 (post 
treatment)

-0.69 (0.44) -0.08 (0.45) -0.60              
(-1.86, 0.66)

0.3250 0.25 (0.01, 4.53)

[1] Adjusted mean and their standard errors are on the log scale where the response variable is  
Log10{(count+1)/(baseline+1)}
[2] Analyses was performed using ANCOVA Model with Log10 Change from Baseline in aerobic bacteria, 
anaerobic or Candida microbial count as response variable (as in note [1]), Treatment and Period as fixed effect, 
subject level and Period level pre-treatment Log10 microbial count as covariates and Subject as random effect.
[3] Difference is first named treatment minus second named treatment in log10{(count+1)/(baseline+1)} such that 
a negative difference favors the first named treatment.                                                                                                            
[4] Ratio of geometric means (and 95% CI) obtained by taking the antilog of the treatment difference obtained 
from the ANCOVA model.

Source Table 9.3.1.4.1, 9.3.1.4.2 and 9.3.1.4.3 
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Denture Plaque scores at Day 7 and Day 3

Figure 6: Raw Means Plaque Score on a) denture teeth, b) polished surfaces and 
c) tissue fitting surfaces (ITT population)

Values are Raw Means ± SEs
0=No visible plaque; no matter adherent to the side of the dental probe on light scraping; 1=No visible plaque; 
matter adherent to the side of the dental probe on light scraping; 2=Deposits of plaque just visible on careful 
examination without need to confirm by scraping; 3=Deposits of plaque clearly visible; 4=Gross plaque deposits 
(“velvet appearance”). Source: Table 9.3.2.1.1, 9.3.2.1.2 and 9.3.2.1.3.

Overall, low plaque scores were observed on all the denture surfaces, particularly on

the polished surfaces (Figure 6). Despite the overall low plaque scores, a further 

decrease following a Daily use of the denture cleanser was observed at Day 3 and at 

Day 7, while the Weekly use treatment regimen led to small increases and decreases 

(Table 9.3.2.1.1, 9.3.2.1.2 and 9.3.2.1.3).  At Day 3 there was a directional difference 

observed in favor of the Daily use treatment for the three surfaces, however these 
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differences were not statistically significant (Table 3). At Day 7, a statistically 

significant between treatment difference was observed for denture teeth and for tissue 

fitting surfaces with the greater reduction observed for the Daily use treatment in both 

surfaces (-0.54 adjusted mean treatment difference, p-value 0.0211 for denture teeth 

and -0.57, p-value 0.0320 for tissue fitting surface) (Table 3).

Table 3: Statistical Analysis of Change from Baseline in plaque score in denture 

teeth, polished surfaces and tissue fitting surfaces (ITT Population)

Adjusted mean - Change from 
baseline [1]

Treatment Comparison [1]

Daily use 
Mean (SE)

Weekly use 
Mean (SE)

Difference 
(95% CI) [2]

p-value

Denture teeth
Day 3 (post 
treatment)

-0.65 (0.20) -0.30 (0.20) -0.35            
(-0.92, 0.23)

0.2307

Day 7 (post 
treatment)

-0.79 (0.15) -0.26 (0.15) -0.54             
(-1.99, -0.09)

0.0211

Polished surfaces
Day 3 (post 
treatment)

-0.30 (0.05) -0.28 (0.05) -0.02              
(-0.15, 0.12)

0.7875

Day 7 (post 
treatment)

-0.30 (0.16) 0.09 (0.16) -0.39            
(-0.86, 0.07)

0.0953

Tissue fitting surfaces
Day 3 (post 
treatment)

-0.58 (0.20) -0.05 (0.20) -0.52              
(-1.11, 0.07)

0.0765

Day 7 (post 
treatment)

-0.52 (0.18) 0.05 (0.18) -0.57            
(-1.095, -0.05)

0.0320

[1] Analyses was performed using ANCOVA Model with Change from Baseline in Plaque score as response 
variable, Treatment and Period as fixed effect, subject level and Period level pre-treatment plaque count as 
covariate and Subject as random effect.
[2] Difference is first named treatment minus second named treatment such that a negative difference favors the 
first named treatment.

Source Table 9.3.2.2.1, 9.3.2.2.2 and 9.3.2.2.3

Microbial Composition – Denture Disc Samples 

Microbial composition by treatment and visit was assessed using specific rRNA 

primers targeting bacteria known to be associated with dentures. A stacked bar chart 

is presented for their relative abundance, considering as a 100% the sum of the 8 

microbial groups targeted. There was no formal statistical analysis performed for the 

microbial composition data. 
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A dominance of V. dispar and Streptococcus sp was observed at the different time 

points and for both treatments (ranging between 55 and 75% and 15 and 41% 

respectively). A. naeslunddi was detected throughout the treatments and visits but in 

lower relative abundance (ranging between 1 and 9 %). R. dentocariosa, L. casei, F. 

nucleatum and Candida sp. were only minor contributors to the microbial 

composition of the dentures (in the disc samples) detected at less than 1%. L. zeae

was not detected in any of the samples. 

In the Weekly use treatment group, a slight increase in Streptococcus sp. was detected 

from Baseline (pre-treatment) to Day 3 and Day 7 (post-treatment) and a slight 

decrease in V. dispar and other minor groups.  However, no overall evident changes 

in microbial composition were observed either for the Daily use or the Weekly use 

treatment, with both having a dominance of V. dispar and Streptococcuss spp. 

Figure 7: Microbial composition as assessed by qPCR from denture disc samples 
(ITT Population)
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Denture Stain levels 

Stain levels were very low throughout the study, particularly at baseline where most 

of the surfaces had a “no staining detectable” score (Figure 8). There was no 
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meaningful stain build up in the subsequent visits compared to the Baseline stain 

levels for any of the three surfaces. 

Overall, at Day 7 for the three surfaces there was a directional difference observed in 

favor of the Daily use treatment, however these differences were very small and not 

statistically significant for any of the three surfaces (Source Table 9.3.3.2.1, 9.3.3.2.2 

and 9.3.3.2.3)

Figure 8: Raw Means Stain Score on a) denture teeth, b) polished surfaces and c) 
tissue fitting surfaces (ITT population)

Values are Raw Means ± SEs

0=No staining detectable; 1=Little staining (<25% of surface stained); 2= Moderate staining of surface (25-50% 
of surface stained); 3=Severe staining of surface (>50% of surface stained)
Source: Table 9.3.3.1.1, 9.3.3.1.2 and 9.3.3.1.3. No values in plot indicate that all subjects had a score of 0. 

Subject Assessment Questionnaire (SAQ) 

Summary statistics for the SAQ data are presented in source Table 9.3.5.1. For the 

question “How Clean Does Your Denture Feel?” 95% of subjects responded “Clean” 

for the Daily use treatment, while 84% of subjects gave the same response for the 

Weekly use treatment on Day 7 (post-treatment) (Figure 9). For the question “How 
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Fresh Does Your Breath Feel?” 63% and 42% of subjects responded “Very Fresh” for 

the Daily use and Weekly use treatment respectively (Figure 5). Responses to the 

other questions are presented in 9.3.5.1. Overall, the subjects perceived the Daily Use 

Tablet regimen to keep their dentures marginally cleaner and fresher compared to the 

Weekly Use Tablet regimen.

Repeatability for Stain and Plaque:
The intra-examiner (performed for the same examiner) repeatability analysis showed 

excellent agreement for plaque (Table 9.3.2.3.1, 9.3.2.3.2 and Table 9.3.2.3.3) in all 

surfaces assessed, and for stain assessment in tissue fitting and polished surfaces 

(Table 9.3.3.3.1, 9.3.3.3.2) and good in denture teeth (Table 9.3.3.3.3).

Safety Results:
Twenty-eight Treatment Emergent Adverse Events (TEAEs) were reported by 13 

(68.4%) subjects, 14 in each of the treatments (Daily Use and Weekly Use

treatments) groups (Table 9.4.2). There were 21 oral TEAEs reported by 12 subjects 

(63.2%) (10 in the Daily Use and 11 in the Weekly Use) and there were 7 non-oral 

AEs reported by 6 (31.6%) subjects (4 in the Daily Use and 3 in the Weekly Use). All 

the TEAEs were mild or moderate in nature (Tables 9.4.1). All the TEAEs had 

resolved at the end of the study with the exception of “Lip injury” in the Daily Use 

Tablet group which was still ongoing at the end of the study. The ongoing TEAE was 

not related to the product and the subject was not lost to follow up. No treatment 

related AEs were reported in the study. There were no serious AEs or incidents 

(Table 9.4.5, 9.4.6) reported and no subjects had withdrawn from the study due to 

AEs.
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Figure 9: Subject Responses SAQ by Treatment (ITT population) for questions 

a) “How Clean Does Your Denture Feel?” and b) “How Fresh Does Your Breath 

Feel?”

Percentage (%) = (Number of subject responding to a specific rating/Total number of subjects) *100
Source: Table 9.3.5.1
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Discussion:

Regular cleaning of dentures is an important part of oral hygiene for denture wearers 

as dentures predispose the wearer to denture stomatitis (Gendreau and Loewy 2011)

and can harbor numerous microorganisms, including potential pathogens (Russell et 

al 1999) (O'Donnell et al 2016). However, there is no current consensus on denture 

cleaning recommendations by Dental Health Professionals (DHPs) (Axe et al 2016). 

The current study was designed to investigate the efficacy of a denture cleanser tablet 

(Corega Tabs Dental Weiss für Raucher) in reducing the dentures microbial load,

plaque and stain following a Daily use treatment regimen (one tablet per day) or a 

Weekly use treatment regimen (one tablet per week). 

In this study a new methodology for collecting denture microbes was tested which 

used a pre-sterilized filter paper disc placed in the denture tissue fitting surface for 20 

seconds. The discs were then processed for microbiological analysis (colony counting 

or qPCR as done in this study). This methodology was investigated to ensure a 

minimal disruption of the developing biofilm and standardize the collection process. 

This method allowed sampling of superficial biofilm (i.e. in contact with the oral 

mucosa) but is considered non-destructive to allow denture plaque to continue to form 

after sampling. In contrast, the denture sonicate collection method is highly disruptive 

and is expected to remove all microbes from all surfaces, and therefore it could only 

be used at the beginning and end of this study. 

The results obtained indicated that the disc sampling method could be used to collect 

microbes at different time points in the course of a treatment.  However, the numbers 

of microbes retrieved were relatively low in all samples. In particular, Candida was 

only rarely retrieved with this method. Candida was, however, retrieved from the 

overall denture sonicate samples. This methodology relies on microbes adhering to 

the disc which would be dependent on the nature of the biofilm, duration of contact, 

characteristics of the disc, and pressure applied and those factors should be controlled 

and analyzed in further follow up studies. This sampling methodology requires 

further studies to be validated.  

The primary objective of this study was to investigate the efficacy of the denture 

cleanser tablet in reducing aerobic bacteria, anaerobic bacteria or Candida microbial 

count when used daily versus when used weekly after 7 days. The secondary 

objective was to investigate the efficacy after 3 days of use. At the Day 3 visit those 

subjects randomized to the Weekly use treatment cleaned their dentures with water, 

while the subjects randomized to the Daily use treatment cleaned their dentures with 
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the denture cleanser tablet. At Day 7 subjects allocated to both treatments cleaned 

their dentures with the denture cleanser tablet. 

A statistically significantly higher reduction in aerobic bacteria microbial count is

reported for the Daily use treatment regimen at Day 7 and in aerobic and anaerobic 

bacteria at Day 3 in comparison with the Weekly use treatment regimen. At Day 3 the 

aerobic and anaerobic microbial count in the Weekly use treatment was higher than at 

Day 0 (Baseline, pre-treatment; Table 1) which indicates that the microbial biofilm 

grew from Baseline when subjects cleaned their dentures daily with water. At Day 7 –

where subjects in both treatment regimens cleaned their dentures with the denture 

cleanser tablet- the aerobic and anaerobic bacteria microbial count was reduced from 

Baseline in both treatments, with a greater reduction in numbers from those subjects 

randomized to the Daily use treatment (Table 1). 

In the denture sonicate samples, a directional difference was observed in favor of the 

daily use treatment only for Candida but these differences were not statistically 

significant. Possibly a larger number of subjects would be needed to observe a 

treatment difference. 

The denture’ microbial composition was investigated from the disc samples by a 

qPCR targeted approach at Day 0, Day 3 and Day 7. Eight microbial groups were 

selected based on findings from a previous microbiome high throughput sequencing 

study of denture wearers (O’Donnell et al 2015). In the present study a relative 

dominance of V. dispar and Streptococcus spp was observed in both treatments and at 

all time points, with other microbial groups contributing in smaller proportions. No 

apparent difference between treatments were observed. Streptococcus and Veillonella

have been documented as early colonizers and dominant microbes in healthy oral 

biofilms (Aas et al 2005) (Diaz et al 2006) (Socransky et al 1998) and have been 

reported as main components of dentures in subjects without stomatitis (Campos et al 

2008) (O’Donnell et al 2015). Actionobacteria have been reported as abundant 

components of the denture’s microbiome (O’Donnell et al 2015) however, in this 

study they were present in a relative low abundance (<10%). 

Despite the relatively low denture plaque scores throughout the study, a statistically

significantly greater reduction in denture teeth and tissue fitting surfaces plaque 

scores were found for the group using the Daily use treatment regimen compared to 

the Weekly use treatment at Day 7. Stain scores were also very low throughout the 

study, but directional differences were also in favor of the Daily use treatment were 

observed for all surfaces. Given that a thorough denture prophylaxis was performed at 
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the beginning and end of each treatment period it might be expected that staining 

would not be evident over such a short period of time.   

The denture cleanser tablet was shown to be generally well tolerated in the study. 

Even though there were 28 TEAE, none of these AEs were considered related to the 

product according to the dental examiners, and were all mild or moderate in intensity.

Conclusions:
For the primary endpoint (aerobic bacteria, anaerobic bacteria or Candida microbial 

count, denture disc, Day 7) a statistically significant greater reduction in aerobic 

bacteria microbial count was observed for the group that received the Daily use 

treatment regimen compared to the group that received the Weekly use treatment 

regimen at Day 7. Directional differences in anaerobic bacteria counts were observed 

in favor of the Daily use treatment regimen compared to the Weekly use regimen at 

Day 7. Statistical analysis of Candida microbial counts was not possible as Candida

was not retrieved from the majority of subjects. 

For the secondary endpoint (aerobic bacteria, anaerobic bacteria or Candida

microbial count, denture disc, Day 3) statistically significantly greater reductions in 

aerobic bacteria and anaerobic bacteria microbial count were observed for the group 

that received the Daily use treatment regimen compared to the group that received the 

Weekly use treatment regimen at Day 3. 

For the exploratory endpoints (microbial count from denture sonicate, stain score, 

SAQ at Day 7; plaque score at Day 3 and Day 7) in general differences were observed

in favor of the Daily use treatment regimen compared to the Weekly use treatment 

regimen. 

Study treatment was well tolerated.
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                     Table 9.1.1.1                                                                       
                                             Subject Disposition by Treatment Group Across Study Treatment                                               
                                                                 All Screened Subjects                                                                   

     
All Screened Subjects (N=25)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                         Daily use Tablet             Weekly Use Tablet                         Overall                                  
                                           n   (%)                       n   (%)                                 n   (%)                                 
_________________________________________________________________________________________________________________________________________________________

     
TOTAL SUBJECTS SCREENED                                                                                          25                                      

     
SUBJECTS NOT RANDOMISED                                                                                           6                                      
    SCREEN FAILURE                                                                                                6                                      
    ADVERSE EVENT                                                                                                 0                                      
    LOST TO FOLLOW-UP                                                                                             0                                      
    PROTOCOL DEVIATION                                                                                            0                                      
    WITHDRAWAL OF CONSENT                                                                                         0                                      
    OTHER                                                                                                         0                                      

     
     

SUBJECTS RANDOMISED                                                                                              19                                      
RECEIVED TREATMENT                         19                            19                                      19                                      
  COMPLETED [1]                            19 (100.0)                    19 (100.0)                              19 (100.0)                              
    SCREEN FAILURE                          0                             0                                       0                                      
    ADVERSE EVENT                           0                             0                                       0                                      
    LOST TO FOLLOW-UP                       0                             0                                       0                                      
    PROTOCOL DEVIATION                      0                             0                                       0                                      
    WITHDRAWAL OF CONSENT                   0                             0                                       0                                      
    OTHER                                   0                             0                                       0                                      

     
SAFETY POPULATION                                                                                                19 (100.0)                              
ITT POPULATION                                                                                                   19 (100.0)                              
PP POPULATION                                                                                                    19 (100.0)                              
_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 1 of 1)
[1] For the treatment columns, number completed indicates number of subjects who completed the corresponding treatment period, including the             
washout period. For the Overall column, number completed indicates number of subjects who completed the study.                                           
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product                                                                
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product                                                           
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                      Table 9.1.1.2                                                                      
                                                  Subject Disposition by Treatment Sequence and Period                                                   
                                                                  All Screened Subjects                                                                  

     
Study Population: All Screened Subjects (N=25)                                                                                                           
________________________________________________________________________________________________________________________________________________________ 
                                    TRT1-TRT2       TRT2-TRT1        Overall                                                                             
                                     N  (%)          N  (%)          N (%)                                                                               
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 

     
TOTAL SUBJECTS SCREENED                                             25                                                                                   

     
  SUBJECTS NOT RANDOMIZED                                            6                                                                                   
   SCREEN FAILURE                                                    6                                                                                   
   ADVERSE EVENT                                                     0                                                                                   
   LOST TO FOLLOW-UP                                                 0                                                                                   
   PROTOCOL DEVIATION                                                0                                                                                   
   WITHDRAWAL BY SUBJECT                                             0                                                                                   
   OTHER                                                             0                                                                                   

     
  SUBJECTS RANDOMIZED               10               9              19                                                                                   

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 1 of 3)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product                                                                
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product                                                           
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                      Table 9.1.1.2                                                                      
                                                  Subject Disposition by Treatment Sequence and Period                                                   
                                                                  All Screened Subjects                                                                  

     
Study Population: All Screened Subjects (N=25)                                                                                                           
________________________________________________________________________________________________________________________________________________________ 
                                    TRT1-TRT2       TRT2-TRT1        Overall                                                                             
                                     N  (%)          N  (%)          N (%)                                                                               
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 

     
PERIOD 1:                                                                                                                                                
  STARTED PERIOD                    10 (100.0)       9 (100.0)      19 (100.0)                                                                           
  COMPLETED                         10 (100.0)       9 (100.0)      19 (100.0)                                                                           
  DID NOT COMPLETE                   0               0               0                                                                                   
   SCREEN FAILURE                    0               0               0                                                                                   
   ADVERSE EVENT                     0               0               0                                                                                   
   LOST TO FOLLOW-UP                 0               0               0                                                                                   
   PROTOCOL DEVIATION                0               0               0                                                                                   
   WITHDRAWAL BY SUBJECT             0               0               0                                                                                   
   OTHER                             0               0               0                                                                                   

     
WASHOUT PERIOD 1:                                                                                                                                        
  STARTED PERIOD                    10 (100.0)       9 (100.0)      19 (100.0)                                                                           
  COMPLETED PERIOD                  10 (100.0)       9 (100.0)      19 (100.0)                                                                           
  DID NOT COMPLETE PERIOD            0               0               0                                                                                   
   SCREEN FAILURE                    0               0               0                                                                                   
   ADVERSE EVENT                     0               0               0                                                                                   
   LOST TO FOLLOW-UP                 0               0               0                                                                                   
   PROTOCOL DEVIATION                0               0               0                                                                                   
   WITHDRAWAL BY SUBJECT             0               0               0                                                                                   
   OTHER                             0               0               0                                                                                   

     
     

                                                                                                                                                         
     
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 2 of 3)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product                                                                
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product                                                           
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                      Table 9.1.1.2                                                                      
                                                  Subject Disposition by Treatment Sequence and Period                                                   
                                                                  All Screened Subjects                                                                  

     
Study Population: All Screened Subjects (N=25)                                                                                                           
________________________________________________________________________________________________________________________________________________________ 
                                    TRT1-TRT2       TRT2-TRT1        Overall                                                                             
                                     N  (%)          N  (%)          N (%)                                                                               
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 

     
PERIOD 2:                                                                                                                                                
  STARTED PERIOD                    10 (100.0)       9 (100.0)      19 (100.0)                                                                           
  COMPLETED                         10 (100.0)       9 (100.0)      19 (100.0)                                                                           
  DID NOT COMPLETE                   0               0               0                                                                                   
   SCREEN FAILURE                    0               0               0                                                                                   
   ADVERSE EVENT                     0               0               0                                                                                   
   LOST TO FOLLOW-UP                 0               0               0                                                                                   
   PROTOCOL DEVIATION                0               0               0                                                                                   
   WITHDRAWAL BY SUBJECT             0               0               0                                                                                   
   OTHER                             0               0               0                                                                                   

     
SAFETY POPULATION                   10               9              19                                                                                   
ITT POPULATION                      10               9              19                                                                                   
PP POPULATION                       10               9              19                                                                                   
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                     Table 9.1.2.1                                                                       
                                          Protocol Violations Leading to Exclusion from Per Protocol Analyses                                            
                                                              Intent to Treat Population                                                                 
Study Population: Intent to Treat (N=19)                                                                                                                 
_________________________________________________________________________________________________________________________________________________________
                                                                 Daily Use Tablet             Weekly Use Tablet                                          
                                                                    (N=19)                       (N=19)                                                  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
NUMBER OF SUBJECTS EXCLUDED FROM PER PROTOCOL POPULATION:         0                            0                                                         

     
NUMBER OF SUBJECTS WITH AT LEAST ONE PROTOCOL VIOLATION           1   (5.3)                    1   (5.3)                                                 
AFFECTING OUTCOME                                                                                                                                        

     
PROTOCOL VIOLATIONS LEADING TO DATA EXCLUSION ONLY                                                                                                       

     
VISIT 4/DAY 7                                                                                                                                            
    FOLLOWED OLDER SEQUENCE OF ASSESSMENT                         0                            1   (5.3)                                                 

     
VISIT 8/DAY 7                                                                                                                                            
    FOLLOWED OLDER SEQUENCE OF ASSESSMENT                         1   (5.3)                    0                                                         

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 1 of 1)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day)- German Marketed Product.                                                                
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7)- German Marketed Product.                                                           
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                     Table 9.2.1.1                                                                       
                                                                     Demographics                                                                        
                                                                   Safety Population                                                                     
Study Population: Safety(N=19)                                                                                                                           
_________________________________________________________________________________________________________________________________________________________
                                                                                              Overall                                                    
                                                                                              (N=19)                                                     
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
SEX N (%)                                                                                                                                                
       MALE                                                                                   7  (36.8)                                                  
       FEMALE                                                                                12  (63.2)                                                  

     
RACE N (%)                                                                                                                                               
       AMERICAN INDIAN OR ALASKA NATIVE                                                       0                                                          
       ASIAN                                                                                  0                                                          
       BLACK OR AFRICAN AMERICAN                                                              0                                                          
       NATIVE HAWAIIAN OR OTHER PACIFIC ISLANDER                                              0                                                          
       WHITE                                                                                 19 (100.0)                                                  
       MULTIPLE                                                                               0                                                          

     
AGE (YEARS)                                                                                                                                              
       N                                                                                     19                                                          
       MEAN                                                                                  68.7                                                        
       SD                                                                                     5.10                                                       
       MEDIAN                                                                                69.0                                                        
       MINIMUM                                                                               60                                                          
       MAXIMUM                                                                               75                                                          
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                     Table 9.2.1.2                                                                       
                                                                     Demographics                                                                        
                                                                    ITT Population                                                                       
Study Population: Intent to Treat (N=19)                                                                                                                 
_________________________________________________________________________________________________________________________________________________________
                                                                                              Overall                                                    
                                                                                              (N=19)                                                     
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
SEX N (%)                                                                                                                                                
       MALE                                                                                   7  (36.8)                                                  
       FEMALE                                                                                12  (63.2)                                                  

     
RACE N (%)                                                                                                                                               
       AMERICAN INDIAN OR ALASKA NATIVE                                                       0                                                          
       ASIAN                                                                                  0                                                          
       BLACK OR AFRICAN AMERICAN                                                              0                                                          
       NATIVE HAWAIIAN OR OTHER PACIFIC ISLANDER                                              0                                                          
       WHITE                                                                                 19 (100.0)                                                  
       MULTIPLE                                                                               0                                                          

     
AGE (YEARS)                                                                                                                                              
       N                                                                                     19                                                          
       MEAN                                                                                  68.7                                                        
       SD                                                                                     5.10                                                       
       MEDIAN                                                                                69.0                                                        
       MINIMUM                                                                               60                                                          
       MAXIMUM                                                                               75                                                          

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 1 of 1)
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Protocol: 205202                                                                                                              Program Run Date: 15NOV2017
                                                                    Table 9.3.1.1.1                                                                      
                                Summary of Aerobic Bacteria Microbial Count (CFU/disc) over time - Denture Disc Samples                                  
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                     Daily Use Tablet                                        Weekly Use Tablet                           
                                                         (N=19)                                                    (N=19)                                
                                           Untransformed Count           Log10(Count+1)      Untransformed Count             Log10(Count+1)              
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY -1 PRE-PROPHYLAXIS                                                                                                                                   
    N                                            19                            19                    19                            19                    
    MEAN                                     916692.98                          2.62              15043.88                          2.80                 
    SD                                      3835132.690                         2.453             36239.663                         1.824                
    SE                                       879839.781                         0.563              8313.949                         0.418                
    MEDIAN                                     3250.00                          3.51               5416.67                          3.73                 
    MINIMUM                                       0.0                           0.0                   0.0                           0.0                  
    MAXIMUM                                16750000.0                           7.2              155833.3                           5.2                  
    GEO-MEAN                                                                  420.62                                              625.31                 

     
DAY -1 POST-PROPHYLAXIS                                                                                                                                  
    N                                            19                            19                    19                            19                    
    MEAN                                       2807.02                          0.25                228.07                          0.35                 
    SD                                        12235.506                         1.084               748.374                         1.040                
    SE                                         2807.018                         0.249               171.689                         0.239                
    MEDIAN                                        0.00                          0.00                  0.00                          0.00                 
    MINIMUM                                       0.0                           0.0                   0.0                           0.0                  
    MAXIMUM                                   53333.3                           4.7                3083.3                           3.5                  
    GEO-MEAN                                                                    1.77                                                2.22                 
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Protocol: 205202                                                                                                              Program Run Date: 15NOV2017
                                                                    Table 9.3.1.1.1                                                                      
                                Summary of Aerobic Bacteria Microbial Count (CFU/disc) over time - Denture Disc Samples                                  
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                     Daily Use Tablet                                        Weekly Use Tablet                           
                                                         (N=19)                                                    (N=19)                                
                                           Untransformed Count           Log10(Count+1)      Untransformed Count             Log10(Count+1)              
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 0  PRE-TRT (BASELINE)                                                                                                                                
    N                                            19                            19                    19                            19                    
    MEAN                                       9855.26                          2.04              11302.63                          2.27                 
    SD                                        25889.214                         1.921             24466.108                         1.906                
    SE                                         5939.393                         0.441              5612.910                         0.437                
    MEDIAN                                      250.00                          2.40                416.67                          2.62                 
    MINIMUM                                       0.0                           0.0                   0.0                           0.0                  
    MAXIMUM                                  110833.3                           5.0               95000.0                           5.0                  
    GEO-MEAN                                                                  110.35                                              184.27                 

     
DAY 0  POST-TRT                                                                                                                                          
    N                                            19                            19                    19                            19                    
    MEAN                                        232.46                          0.32               5192.98                          2.19                 
    SD                                          954.432                         0.971             12158.516                         1.798                
    SE                                          218.962                         0.223              2789.355                         0.413                
    MEDIAN                                        0.00                          0.00                583.33                          2.77                 
    MINIMUM                                       0.0                           0.0                   0.0                           0.0                  
    MAXIMUM                                    4166.7                           3.6               53333.3                           4.7                  
    GEO-MEAN                                                                    2.07                                              155.06                 
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Protocol: 205202                                                                                                              Program Run Date: 15NOV2017
                                                                    Table 9.3.1.1.1                                                                      
                                Summary of Aerobic Bacteria Microbial Count (CFU/disc) over time - Denture Disc Samples                                  
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                     Daily Use Tablet                                        Weekly Use Tablet                           
                                                         (N=19)                                                    (N=19)                                
                                           Untransformed Count           Log10(Count+1)      Untransformed Count             Log10(Count+1)              
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 3  PRE-TRT                                                                                                                                           
    N                                            19                            19                    19                            19                    
    MEAN                                       7666.67                          2.38             126407.89                          2.77                 
    SD                                        13035.830                         1.947            346832.505                         2.185                
    SE                                         2990.625                         0.447             79568.834                         0.501                
    MEDIAN                                     4083.33                          3.61               1166.67                          3.07                 
    MINIMUM                                       0.0                           0.0                   0.0                           0.0                  
    MAXIMUM                                   54166.7                           4.7             1341666.7                           6.1                  
    GEO-MEAN                                                                  241.59                                              582.52                 

     
DAY 3  POST-TRT                                                                                                                                          
    N                                            19                            19                    19                            19                    
    MEAN                                        429.82                          0.31              61618.42                          2.63                 
    SD                                         1853.480                         0.977            203098.873                         2.172                
    SE                                          425.217                         0.224             46594.077                         0.498                
    MEDIAN                                        0.00                          0.00               5500.00                          3.74                 
    MINIMUM                                       0.0                           0.0                   0.0                           0.0                  
    MAXIMUM                                    8083.3                           3.9              891666.7                           6.0                  
    GEO-MEAN                                                                    2.03                                              422.70                 
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Protocol: 205202                                                                                                              Program Run Date: 15NOV2017
                                                                    Table 9.3.1.1.1                                                                      
                                Summary of Aerobic Bacteria Microbial Count (CFU/disc) over time - Denture Disc Samples                                  
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                     Daily Use Tablet                                        Weekly Use Tablet                           
                                                         (N=19)                                                    (N=19)                                
                                           Untransformed Count           Log10(Count+1)      Untransformed Count             Log10(Count+1)              
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 7  PRE-TRT                                                                                                                                           
    N                                            19                            19                    19                            19                    
    MEAN                                      30210.53                          2.71              21368.42                          3.38                 
    SD                                        75111.539                         2.020             36446.491                         1.598                
    SE                                        17231.769                         0.463              8361.398                         0.367                
    MEDIAN                                     3333.33                          3.52               5416.67                          3.73                 
    MINIMUM                                       0.0                           0.0                   0.0                           0.0                  
    MAXIMUM                                  325000.0                           5.5              123333.3                           5.1                  
    GEO-MEAN                                                                  515.62                                             2401.02                 

     
DAY 7  POST-TRT                                                                                                                                          
    N                                            19                            19                    19                            19                    
    MEAN                                       4824.56                          0.26               1342.11                          1.06                 
    SD                                        21029.776                         1.138              3012.563                         1.635                
    SE                                         4824.561                         0.261               691.129                         0.375                
    MEDIAN                                        0.00                          0.00                  0.00                          0.00                 
    MINIMUM                                       0.0                           0.0                   0.0                           0.0                  
    MAXIMUM                                   91666.7                           5.0               11083.3                           4.0                  
    GEO-MEAN                                                                    1.82                                               11.52                 
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Protocol: 205202                                                                                                              Program Run Date: 15NOV2017
                                                                    Table 9.3.1.1.2                                                                      
                               Summary of Anaerobic Bacteria Microbial Count (CFU/disc) over time - Denture Disc Samples                                 
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                     Daily Use Tablet                                        Weekly Use Tablet                           
                                                         (N=19)                                                    (N=19)                                
                                           Untransformed Count           Log10(Count+1)      Untransformed Count             Log10(Count+1)              
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY -1 PRE-PROPHYLAXIS                                                                                                                                   
    N                                            19                            19                    19                            19                    
    MEAN                                    1059429.84                          2.79              18021.93                          2.70                 
    SD                                      4446247.871                         2.403             43443.728                         1.971                
    SE                                      1020039.218                         0.551              9966.675                         0.452                
    MEDIAN                                     3833.33                          3.58               5750.00                          3.76                 
    MINIMUM                                       0.0                           0.0                   0.0                           0.0                  
    MAXIMUM                                19416666.7                           7.3              185833.3                           5.3                  
    GEO-MEAN                                                                  610.65                                              504.18                 

     
DAY -1 POST-PROPHYLAXIS                                                                                                                                  
    N                                            19                            19                    19                            19                    
    MEAN                                       2763.16                          0.25                201.75                          0.19                 
    SD                                        12044.326                         1.083               879.427                         0.822                
    SE                                         2763.158                         0.248               201.754                         0.189                
    MEDIAN                                        0.00                          0.00                  0.00                          0.00                 
    MINIMUM                                       0.0                           0.0                   0.0                           0.0                  
    MAXIMUM                                   52500.0                           4.7                3833.3                           3.6                  
    GEO-MEAN                                                                    1.77                                                1.54                 
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Protocol: 205202                                                                                                              Program Run Date: 15NOV2017
                                                                    Table 9.3.1.1.2                                                                      
                               Summary of Anaerobic Bacteria Microbial Count (CFU/disc) over time - Denture Disc Samples                                 
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                     Daily Use Tablet                                        Weekly Use Tablet                           
                                                         (N=19)                                                    (N=19)                                
                                           Untransformed Count           Log10(Count+1)      Untransformed Count             Log10(Count+1)              
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 0  PRE-TRT (BASELINE)                                                                                                                                
    N                                            19                            19                    19                            19                    
    MEAN                                      11662.28                          2.07              12850.88                          2.47                 
    SD                                        29942.904                         1.957             27942.492                         1.852                
    SE                                         6869.373                         0.449              6410.447                         0.425                
    MEDIAN                                      166.67                          2.22                916.67                          2.96                 
    MINIMUM                                       0.0                           0.0                   0.0                           0.0                  
    MAXIMUM                                  125000.0                           5.1              108333.3                           5.0                  
    GEO-MEAN                                                                  117.77                                              293.83                 

     
DAY 0  POST-TRT                                                                                                                                          
    N                                            19                            19                    19                            19                    
    MEAN                                        307.02                          0.31               5013.16                          2.06                 
    SD                                         1298.460                         0.976             10864.423                         1.866                
    SE                                          297.887                         0.224              2492.470                         0.428                
    MEDIAN                                        0.00                          0.00                500.00                          2.70                 
    MINIMUM                                       0.0                           0.0                   0.0                           0.0                  
    MAXIMUM                                    5666.7                           3.8               46666.7                           4.7                  
    GEO-MEAN                                                                    2.06                                              113.62                 

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 2 of 4)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product                                                                
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          

     
                                       

 

                                     

 

- Table 9.3.1.1.2.pdf

V
olum

e 1   Page 44 of 346  D
oc Pg 2 of 4

D
ocum

ent V
ersion:1.0,C

U
R

R
EN

T,M
ost-R

ecent,Effective

Page 48 of 351

 

Document Name  

Type Version Document Identifier Effective Date 

    

Reason For Issue  
 

 

 

 

 

 

 

 

 

 

 

 

 

 

15-Dec-2017 15:17:33eldo_controlled 1.0; CURRENT; Most-Recent; Effective

205202 Synopsis

Auto Issue
090032d580dd428c

Page 49 of 442

 

Document Name  

Type Version Document Identifier Effective Date 

    

Reason For Issue  
 

 

 

 

 

 

 

 

 

 

 

 

 

 

gsk-205202-clinical-study-report.pdf

eldo_controlled 0.2; CURRENT; Most-Recent; Reviewed 090032d581229ab2

CCI
CCI

PPD



Protocol: 205202                                                                                                              Program Run Date: 15NOV2017
                                                                    Table 9.3.1.1.2                                                                      
                               Summary of Anaerobic Bacteria Microbial Count (CFU/disc) over time - Denture Disc Samples                                 
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                     Daily Use Tablet                                        Weekly Use Tablet                           
                                                         (N=19)                                                    (N=19)                                
                                           Untransformed Count           Log10(Count+1)      Untransformed Count             Log10(Count+1)              
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 3  PRE-TRT                                                                                                                                           
    N                                            19                            19                    19                            19                    
    MEAN                                      10350.88                          2.46             155561.40                          2.63                 
    SD                                        15311.694                         2.018            428468.413                         2.330                
    SE                                         3512.744                         0.463             98297.395                         0.534                
    MEDIAN                                     4750.00                          3.68               1083.33                          3.04                 
    MINIMUM                                       0.0                           0.0                   0.0                           0.0                  
    MAXIMUM                                   55000.0                           4.7             1675000.0                           6.2                  
    GEO-MEAN                                                                  291.14                                              422.64                 

     
DAY 3  POST-TRT                                                                                                                                          
    N                                            19                            19                    19                            19                    
    MEAN                                        486.84                          0.33             152701.75                          3.55                 
    SD                                         2062.350                         1.035            379857.011                         2.021                
    SE                                          473.136                         0.237             87145.175                         0.464                
    MEDIAN                                        0.00                          0.00              14166.67                          4.15                 
    MINIMUM                                       0.0                           0.0                   0.0                           0.0                  
    MAXIMUM                                    9000.0                           4.0             1383333.3                           6.1                  
    GEO-MEAN                                                                    2.16                                             3551.16                 
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Protocol: 205202                                                                                                              Program Run Date: 15NOV2017
                                                                    Table 9.3.1.1.2                                                                      
                               Summary of Anaerobic Bacteria Microbial Count (CFU/disc) over time - Denture Disc Samples                                 
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                     Daily Use Tablet                                        Weekly Use Tablet                           
                                                         (N=19)                                                    (N=19)                                
                                           Untransformed Count           Log10(Count+1)      Untransformed Count             Log10(Count+1)              
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 7  PRE-TRT                                                                                                                                           
    N                                            19                            19                    19                            19                    
    MEAN                                      33337.72                          2.62              25355.26                          3.48                 
    SD                                        82503.547                         2.144             43854.732                         1.623                
    SE                                        18927.612                         0.492             10060.966                         0.372                
    MEDIAN                                     4250.00                          3.63               8333.33                          3.92                 
    MINIMUM                                       0.0                           0.0                   0.0                           0.0                  
    MAXIMUM                                  358333.3                           5.6              167500.0                           5.2                  
    GEO-MEAN                                                                  413.01                                             2987.76                 

     
DAY 7  POST-TRT                                                                                                                                          
    N                                            19                            19                    19                            19                    
    MEAN                                       6684.21                          0.50                824.56                          0.93                 
    SD                                        29055.138                         1.309              2208.970                         1.460                
    SE                                         6665.706                         0.300               506.772                         0.335                
    MEDIAN                                        0.00                          0.00                  0.00                          0.00                 
    MINIMUM                                       0.0                           0.0                   0.0                           0.0                  
    MAXIMUM                                  126666.7                           5.1                7583.3                           3.9                  
    GEO-MEAN                                                                    3.13                                                8.52                 
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Protocol: 205202                                                                                                              Program Run Date: 15NOV2017
                                                                    Table 9.3.1.1.3                                                                      
                                    Summary of Candidal Microbial Count (CFU/disc) over time - Denture Disc Samples                                      
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                     Daily Use Tablet                                        Weekly Use Tablet                           
                                                         (N=19)                                                    (N=19)                                
                                           Untransformed Count           Log10(Count+1)      Untransformed Count             Log10(Count+1)              
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY -1 PRE-PROPHYLAXIS                                                                                                                                   
    N                                            19                            19                    19                            19                    
    MEAN                                       2065.79                          0.55                  0.00                          0.00                 
    SD                                         8029.872                         1.353                 0.000                         0.000                
    SE                                         1842.179                         0.310                 0.000                         0.000                
    MEDIAN                                        0.00                          0.00                  0.00                          0.00                 
    MINIMUM                                       0.0                           0.0                   0.0                           0.0                  
    MAXIMUM                                   35000.0                           4.5                   0.0                           0.0                  
    GEO-MEAN                                                                    3.52                                                1.00                 

     
DAY -1 POST-PROPHYLAXIS                                                                                                                                  
    N                                            19                            19                    19                            19                    
    MEAN                                         43.86                          0.15                  0.00                          0.00                 
    SD                                          191.180                         0.670                 0.000                         0.000                
    SE                                           43.860                         0.154                 0.000                         0.000                
    MEDIAN                                        0.00                          0.00                  0.00                          0.00                 
    MINIMUM                                       0.0                           0.0                   0.0                           0.0                  
    MAXIMUM                                     833.3                           2.9                   0.0                           0.0                  
    GEO-MEAN                                                                    1.42                                                1.00                 
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Protocol: 205202                                                                                                              Program Run Date: 15NOV2017
                                                                    Table 9.3.1.1.3                                                                      
                                    Summary of Candidal Microbial Count (CFU/disc) over time - Denture Disc Samples                                      
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                     Daily Use Tablet                                        Weekly Use Tablet                           
                                                         (N=19)                                                    (N=19)                                
                                           Untransformed Count           Log10(Count+1)      Untransformed Count             Log10(Count+1)              
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 0  PRE-TRT (BASELINE)                                                                                                                                
    N                                            19                            19                    19                            19                    
    MEAN                                          0.00                          0.00                  0.00                          0.00                 
    SD                                            0.000                         0.000                 0.000                         0.000                
    SE                                            0.000                         0.000                 0.000                         0.000                
    MEDIAN                                        0.00                          0.00                  0.00                          0.00                 
    MINIMUM                                       0.0                           0.0                   0.0                           0.0                  
    MAXIMUM                                       0.0                           0.0                   0.0                           0.0                  
    GEO-MEAN                                                                    1.00                                                1.00                 

     
DAY 0  POST-TRT                                                                                                                                          
    N                                            19                            19                    19                            19                    
    MEAN                                          0.00                          0.00                  0.00                          0.00                 
    SD                                            0.000                         0.000                 0.000                         0.000                
    SE                                            0.000                         0.000                 0.000                         0.000                
    MEDIAN                                        0.00                          0.00                  0.00                          0.00                 
    MINIMUM                                       0.0                           0.0                   0.0                           0.0                  
    MAXIMUM                                       0.0                           0.0                   0.0                           0.0                  
    GEO-MEAN                                                                    1.00                                                1.00                 
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Protocol: 205202                                                                                                              Program Run Date: 15NOV2017
                                                                    Table 9.3.1.1.3                                                                      
                                    Summary of Candidal Microbial Count (CFU/disc) over time - Denture Disc Samples                                      
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                     Daily Use Tablet                                        Weekly Use Tablet                           
                                                         (N=19)                                                    (N=19)                                
                                           Untransformed Count           Log10(Count+1)      Untransformed Count             Log10(Count+1)              
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 3  PRE-TRT                                                                                                                                           
    N                                            19                            19                    19                            19                    
    MEAN                                          0.00                          0.00                  8.77                          0.12                 
    SD                                            0.000                         0.000                38.236                         0.510                
    SE                                            0.000                         0.000                 8.772                         0.117                
    MEDIAN                                        0.00                          0.00                  0.00                          0.00                 
    MINIMUM                                       0.0                           0.0                   0.0                           0.0                  
    MAXIMUM                                       0.0                           0.0                 166.7                           2.2                  
    GEO-MEAN                                                                    1.00                                                1.31                 

     
DAY 3  POST-TRT                                                                                                                                          
    N                                            19                            19                    19                            19                    
    MEAN                                          0.00                          0.00                377.19                          0.20                 
    SD                                            0.000                         0.000              1644.146                         0.884                
    SE                                            0.000                         0.000               377.193                         0.203                
    MEDIAN                                        0.00                          0.00                  0.00                          0.00                 
    MINIMUM                                       0.0                           0.0                   0.0                           0.0                  
    MAXIMUM                                       0.0                           0.0                7166.7                           3.9                  
    GEO-MEAN                                                                    1.00                                                1.60                 
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Protocol: 205202                                                                                                              Program Run Date: 15NOV2017
                                                                    Table 9.3.1.1.3                                                                      
                                    Summary of Candidal Microbial Count (CFU/disc) over time - Denture Disc Samples                                      
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                     Daily Use Tablet                                        Weekly Use Tablet                           
                                                         (N=19)                                                    (N=19)                                
                                           Untransformed Count           Log10(Count+1)      Untransformed Count             Log10(Count+1)              
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 7  PRE-TRT                                                                                                                                           
    N                                            19                            19                    19                            19                    
    MEAN                                          0.00                          0.00                  0.00                          0.00                 
    SD                                            0.000                         0.000                 0.000                         0.000                
    SE                                            0.000                         0.000                 0.000                         0.000                
    MEDIAN                                        0.00                          0.00                  0.00                          0.00                 
    MINIMUM                                       0.0                           0.0                   0.0                           0.0                  
    MAXIMUM                                       0.0                           0.0                   0.0                           0.0                  
    GEO-MEAN                                                                    1.00                                                1.00                 

     
DAY 7  POST-TRT                                                                                                                                          
    N                                            19                            19                    19                            19                    
    MEAN                                          0.00                          0.00                482.46                          0.21                 
    SD                                            0.000                         0.000              2102.978                         0.909                
    SE                                            0.000                         0.000               482.456                         0.209                
    MEDIAN                                        0.00                          0.00                  0.00                          0.00                 
    MINIMUM                                       0.0                           0.0                   0.0                           0.0                  
    MAXIMUM                                       0.0                           0.0                9166.7                           4.0                  
    GEO-MEAN                                                                    1.00                                                1.62                 

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 4 of 4)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product                                                                
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
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Protocol: 205202                                                                                                              Program Run Date: 17NOV2017
                                                                    Table 9.3.1.2.1                                                                      
                 Statistical Analysis of Change from Baseline in Aerobic Bacteria Microbial Count (CFU/disc) on Day 3 (Post Treatment)                   
                                                   and Day 7 (Post Treatment) - Denture Disc Sample                                                      
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                               Daily Use Tablet                             Weekly Use Tablet                                            
                                                     (N=19)                                       (N=19)                                                 
                               Untransformed Change                            Untransformed Change                                                      
                               from baseline           Log10{(Count+1)/(BL+1)} from baseline           Log10{(Count+1)/(BL+1)}                           
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 3 (POST TREATMENT)                                                                                                                                   
    N                                      19                      19                      19                      19                                    
    MEAN                                -9425.44                   -1.74                50315.79                    0.36                                 
    SD                                  25907.062                   1.917              207631.014                   3.019                                
    SE                                   5943.488                   0.440               47633.821                   0.693                                
    MEDIAN                               -166.67                   -0.47                    0.00                    0.00                                 
    MINIMUM                           -110833.3                    -5.0                -84500.0                    -4.7                                  
    MAXIMUM                                 0.0                     0.0                891666.7                     6.0                                  
    GEO-MEAN [4]                                                    0.02                                            2.29                                 

     
    ADJUSTED MEAN [1,2]                                -1.85                                           0.47                                              
    STANDARD ERROR [2]                                  0.386                                           0.386                                            

     
COMPARISONS BETWEEN TREATMENTS       DIFFERENCE [1,3]        P-VALUE [1]             95% CI [1]              RATIO [1,5]             95% CI RATIO[5]     
                                     ----------------        -----------             ----------              -----------             ---------------     
    DAILY USE TAB VS. WEEKLY             -2.32                  0.0002               (-3.431, -1.202)           0.005                (0.0004, 0.0628)    
USE TAB                                                                                                                                                  

     
_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 1 of 2)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product.                                                               
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
[1] Analyses was performed using ANCOVA Model with Log10 Change from Baseline in Aerobic bacteria Microbial Count as response variable, Treatment and    
    Period as fixed effect, subject level and Period level pre-treatment microbial count as covariates and Subject as random effect.                     
[2] Adjusted means and their standard errors are on the log scale.                                                                                       
[3] Difference is first named treatment minus second named treatment in log10{(count+1)/(baseline+1)} such that a negative difference favors the first   
    named treatment.                                                                                                                                     
[4] Geometric mean is calculated as 10^MEAN of (log10((count+1)/(baseline+1))).                                                                          
[5] Ratio of geometric means (and 95% CI) obtained by taking the antilog of the treatment difference obtained from the ANCOVA model.                     
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Protocol: 205202                                                                                                              Program Run Date: 17NOV2017
                                                                    Table 9.3.1.2.1                                                                      
                 Statistical Analysis of Change from Baseline in Aerobic Bacteria Microbial Count (CFU/disc) on Day 3 (Post Treatment)                   
                                                   and Day 7 (Post Treatment) - Denture Disc Sample                                                      
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                               Daily Use Tablet                             Weekly Use Tablet                                            
                                                     (N=19)                                        (N=19)                                                
                               Untransformed Change                            Untransformed Change                                                      
                               from baseline           Log10{(Count+1)/(BL+1)} from baseline           Log10{(Count+1)/(BL+1)}                           
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 7 (POST TREATMENT)                                                                                                                                   
    N                                      19                      19                      19                      19                                    
    MEAN                                -5030.70                   -1.78                -9960.53                   -1.20                                 
    SD                                  34814.247                   2.248               25213.829                   2.636                                
    SE                                   7986.936                   0.516                5784.449                   0.605                                
    MEDIAN                               -250.00                   -2.40                    0.00                    0.00                                 
    MINIMUM                           -110833.3                    -5.0                -95000.0                    -5.0                                  
    MAXIMUM                             91583.3                     3.0                  8250.0                     3.1                                  
    GEO-MEAN [4]                                                    0.02                                            0.06                                 

     
    ADJUSTED MEAN [1,2]                                -1.92                                           -1.06                                             
    STANDARD ERROR [2]                                  0.318                                           0.318                                            

     
COMPARISONS BETWEEN TREATMENTS       DIFFERENCE [1,3]        P-VALUE [1]             95% CI [1]              RATIO [1,5]             95% CI RATIO[5]     
                                     ----------------        -----------             ----------              -----------             ---------------     
    DAILY USE TAB VS. WEEKLY             -0.86                  0.0144               (-1.530, -0.196)           0.137                (0.0295, 0.6369)    
USE TAB                                                                                                                                                  

     
_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 2 of 2)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product.                                                               
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
[1] Analyses was performed using ANCOVA Model with Log10 Change from Baseline in Aerobic bacteria Microbial Count as response variable, Treatment and    
    Period as fixed effect, subject level and Period level pre-treatment microbial count as covariates and Subject as random effect.                     
[2] Adjusted means and their standard errors are on the log scale.                                                                                       
[3] Difference is first named treatment minus second named treatment in log10{(count+1)/(baseline+1)} such that a negative difference favors the first   
    named treatment.                                                                                                                                     
[4] Geometric mean is calculated as 10^MEAN of (log10((count+1)/(baseline+1))).                                                                          
[5] Ratio of geometric means (and 95% CI) obtained by taking the antilog of the treatment difference obtained from the ANCOVA model.                     
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Protocol: 205202                                                                                                              Program Run Date: 27NOV2017
                                                                    Table 9.3.1.2.2                                                                      
                Statistical Analysis of Change from Baseline in Anaerobic Bacteria Microbial Count (CFU/disc) on Day 3 (Post Treatment)                  
                                                   and Day 7 (Post Treatment) - Denture Disc Sample                                                      
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                               Daily Use Tablet                             Weekly Use Tablet                                            
                                                     (N=19)                                       (N=19)                                                 
                               Untransformed Change                            Untransformed Change                                                      
                               from baseline           Log10{(Count+1)/(BL+1)} from baseline           Log10{(Count+1)/(BL+1)}                           
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 3 (POST TREATMENT)                                                                                                                                   
    N                                      19                      19                      19                      19                                    
    MEAN                               -11175.44                   -1.74               139850.88                    1.08                                 
    SD                                  29998.340                   2.134              385503.377                   2.753                                
    SE                                   6882.091                   0.490               88440.540                   0.632                                
    MEDIAN                               -166.67                   -1.93                 5583.33                    0.42                                 
    MINIMUM                           -125000.0                    -5.1                -94166.7                    -3.8                                  
    MAXIMUM                               250.0                     2.4               1383333.3                     6.1                                  
    GEO-MEAN [4]                                                    0.02                                           12.09                                 

     
    ADJUSTED MEAN [1,2]                                -1.94                                           1.28                                              
    STANDARD ERROR [2]                                  0.384                                           0.384                                            

     
COMPARISONS BETWEEN TREATMENTS       DIFFERENCE [1,3]        P-VALUE [1]             95% CI [1]              RATIO [1,5]             95% CI RATIO[5]     
                                     ----------------        -----------             ----------              -----------             ---------------     
    DAILY USE TAB VS. WEEKLY             -3.22                  <.0001               (-4.240, -2.193)           0.001                (0.0001, 0.0064)    
USE TAB                                                                                                                                                  

     
_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 1 of 2)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product.                                                               
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
[1] Analyses was performed using ANCOVA Model with Log10 Change from Baseline in Anaerobic bacteria Microbial Count as response variable, Treatment and  
    Period as fixed effect, subject level and Period level pre-treatment microbial count as covariates and Subject as random effect.                     
[2] Adjusted means and their standard errors are on the log scale.                                                                                       
[3] Difference is first named treatment minus second named treatment in log10{(count+1)/(baseline+1)} such that a negative difference favors the first   
    named treatment.                                                                                                                                     
[4] Geometric mean is calculated as 10^MEAN of (log10((count+1)/(baseline+1))).                                                                          
[5] Ratio of geometric means (and 95% CI) obtained by taking the antilog of the treatment difference obtained from the ANCOVA model.                     
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Protocol: 205202                                                                                                              Program Run Date: 27NOV2017
                                                                    Table 9.3.1.2.2                                                                      
                Statistical Analysis of Change from Baseline in Anaerobic Bacteria Microbial Count (CFU/disc) on Day 3 (Post Treatment)                  
                                                   and Day 7 (Post Treatment) - Denture Disc Sample                                                      
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                               Daily Use Tablet                             Weekly Use Tablet                                            
                                                     (N=19)                                        (N=19)                                                
                               Untransformed Change                            Untransformed Change                                                      
                               from baseline           Log10{(Count+1)/(BL+1)} from baseline           Log10{(Count+1)/(BL+1)}                           
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 7 (POST TREATMENT)                                                                                                                                   
    N                                      19                      19                      19                      19                                    
    MEAN                                -4978.07                   -1.57               -12026.32                   -1.54                                 
    SD                                  43636.819                   2.478               28379.429                   2.586                                
    SE                                  10010.973                   0.569                6510.688                   0.593                                
    MEDIAN                                -83.33                   -0.30                 -666.67                   -2.40                                 
    MINIMUM                           -125000.0                    -5.1               -108333.3                    -5.0                                  
    MAXIMUM                            126583.3                     3.2                  6666.7                     3.0                                  
    GEO-MEAN [4]                                                    0.03                                            0.03                                 

     
    ADJUSTED MEAN [1,2]                                -1.80                                           -1.31                                             
    STANDARD ERROR [2]                                  0.327                                           0.327                                            

     
COMPARISONS BETWEEN TREATMENTS       DIFFERENCE [1,3]        P-VALUE [1]             95% CI [1]              RATIO [1,5]             95% CI RATIO[5]     
                                     ----------------        -----------             ----------              -----------             ---------------     
    DAILY USE TAB VS. WEEKLY             -0.48                  0.1879               (-1.230, 0.261)            0.328                (0.0589, 1.8257)    
USE TAB                                                                                                                                                  

     
_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 2 of 2)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product.                                                               
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
[1] Analyses was performed using ANCOVA Model with Log10 Change from Baseline in Anaerobic bacteria Microbial Count as response variable, Treatment and  
    Period as fixed effect, subject level and Period level pre-treatment microbial count as covariates and Subject as random effect.                     
[2] Adjusted means and their standard errors are on the log scale.                                                                                       
[3] Difference is first named treatment minus second named treatment in log10{(count+1)/(baseline+1)} such that a negative difference favors the first   
    named treatment.                                                                                                                                     
[4] Geometric mean is calculated as 10^MEAN of (log10((count+1)/(baseline+1))).                                                                          
[5] Ratio of geometric means (and 95% CI) obtained by taking the antilog of the treatment difference obtained from the ANCOVA model.                     
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Protocol: 205202                                                                                                              Program Run Date: 17NOV2017
                                                                     Table 9.3.1.2.3                                                                     
                 Statistical Analysis of Change from Baseline in Candidal Bacteria Microbial Count (CFU/disc) on Day 3 (Post Treatment)                  
                                                    and Day 7 (Post Treatment) - Denture Disc Sample                                                     
                                                               Intent to Treat Population                                                                

     
     

ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     

                                           ******* most values were zero and analysis would not be appropriate *******                                   
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 1 of 1)
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Protocol: 205202                                                                                                              Program Run Date: 14DEC2017
                                                                    Table 9.3.1.3.1                                                                      
                            Summary of Aerobic Bacteria Microbial Count (CFU/denture) over time - Denture Sonicate Samples                               
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                            Daily Use Tablet                                 Weekly Use Tablet                           
                                                                 (N=19)                                            (N=19)                                
                                           Untransformed Count           Log10(Count+1)      Untransformed Count             Log10(Count+1)              
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY -1 PRE-PROPHYLAXIS                                                                                                                                   
    N                                            19                            19                    19                            19                    
    MEAN                                  308107017.53                          7.42          261165789.49                          7.59                 
    SD                                    484547213.008                         1.209         392834100.165                         1.079                
    SE                                    111162754.467                         0.277          90122323.379                         0.247                
    MEDIAN                                 10333333.33                          7.01           59166666.67                          7.77                 
    MINIMUM                                  391666.7                           5.6              416666.7                           5.6                  
    MAXIMUM                              1583333333.3                           9.2          1300000000.0                           9.1                  
    GEO-MEAN                                                             26012348.19                                         39100768.53                 

     
DAY 7  POST-TRT                                                                                                                                          
    N                                            19                            19                    18                            18                    
    MEAN                                   59395175.44                          7.15           16324074.07                          7.04                 
    SD                                    176515630.916                         0.637          15608933.279                         0.419                
    SE                                     40495463.006                         0.146           3679060.856                         0.099                
    MEDIAN                                  9833333.33                          6.99           10083333.33                          7.00                 
    MINIMUM                                  591666.7                           5.8              833333.3                           5.9                  
    MAXIMUM                               783333333.3                           8.9            51666666.7                           7.7                  
    GEO-MEAN                                                             14204521.43                                         10985505.02                 

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 1 of 1)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product                                                                
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
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Protocol: 205202                                                                                                              Program Run Date: 14DEC2017
                                                                    Table 9.3.1.3.2                                                                      
                           Summary of Anaerobic Bacteria Microbial Count (CFU/denture) over time - Denture Sonicate Samples                              
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                            Daily Use Tablet                                 Weekly Use Tablet                           
                                                                 (N=19)                                            (N=19)                                
                                           Untransformed Count           Log10(Count+1)      Untransformed Count             Log10(Count+1)              
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY -1 PRE-PROPHYLAXIS                                                                                                                                   
    N                                            19                            19                    19                            19                    
    MEAN                                  363872368.39                          7.46          346233333.32                          7.67                 
    SD                                    601680883.408                         1.211         587219086.699                         1.097                
    SE                                    138035061.423                         0.278         134717297.718                         0.252                
    MEDIAN                                 12083333.00                          7.08           66666666.67                          7.82                 
    MINIMUM                                  550000.0                           5.7              383333.3                           5.6                  
    MAXIMUM                              2033333333.3                           9.3          2258333333.3                           9.4                  
    GEO-MEAN                                                             28678216.42                                         46943871.98                 

     
DAY 7  POST-TRT                                                                                                                                          
    N                                            19                            19                    18                            18                    
    MEAN                                   84646929.82                          7.22           22746759.26                          7.19                 
    SD                                    261838322.577                         0.675          22066246.282                         0.391                
    SE                                     60069830.929                         0.155           5201064.127                         0.092                
    MEDIAN                                 11583333.33                          7.06           14041666.67                          7.15                 
    MINIMUM                                 1041666.7                           6.0             2108333.3                           6.3                  
    MAXIMUM                              1158333333.3                           9.1            85833333.3                           7.9                  
    GEO-MEAN                                                             16711667.06                                         15574890.25                 

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 1 of 1)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product                                                                
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
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Protocol: 205202                                                                                                              Program Run Date: 14DEC2017
                                                                    Table 9.3.1.3.3                                                                      
                                Summary of Candidal Microbial Count (CFU/denture) over time - Denture Sonicate Samples                                   
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                            Daily Use Tablet                                 Weekly Use Tablet                           
                                                                 (N=19)                                            (N=19)                                
                                           Untransformed Count           Log10(Count+1)      Untransformed Count             Log10(Count+1)              
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY -1 PRE-PROPHYLAXIS                                                                                                                                   
    N                                            19                            19                    19                            19                    
    MEAN                                     272631.58                          1.65              21184.23                          1.20                 
    SD                                       942515.934                         2.535             67062.665                         2.088                
    SE                                       216227.985                         0.582             15385.230                         0.479                
    MEDIAN                                        0.00                          0.00                  0.00                          0.00                 
    MINIMUM                                       0.0                           0.0                   0.0                           0.0                  
    MAXIMUM                                 4083333.3                           6.6              291666.7                           5.5                  
    GEO-MEAN                                                                   44.22                                               16.03                 

     
DAY 7  POST-TRT                                                                                                                                          
    N                                            19                            19                    18                            18                    
    MEAN                                       4692.98                          0.68              24722.22                          1.48                 
    SD                                        14969.647                         1.626             78196.062                         2.184                
    SE                                         3434.272                         0.373             18430.989                         0.515                
    MEDIAN                                        0.00                          0.00                  0.00                          0.00                 
    MINIMUM                                       0.0                           0.0                   0.0                           0.0                  
    MAXIMUM                                   64166.7                           4.8              333333.3                           5.5                  
    GEO-MEAN                                                                    4.81                                               30.47                 

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 1 of 1)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product                                                                
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
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Protocol: 205202                                                                                                              Program Run Date: 21NOV2017
                                                                    Table 9.3.1.4.1                                                                      
  Statistical Analysis of Change from Baseline in Aerobic Bacteria Microbial Count (CFU/denture) on Day 7 (Post Treatment) - Denture Sonicate Sample     
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                               Daily Use Tablet                             Weekly Use Tablet                                            
                                                     (N=19)                                       (N=19)                                                 
                               Untransformed Change                            Untransformed Change                                                      
                               from baseline           Log10{(Count+1)/(BL+1)} from baseline           Log10{(Count+1)/(BL+1)}                           
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 7 (POST TREATMENT)                                                                                                                                   
    N                                      19                      19                      18                      18                                    
    MEAN                           -248711842.09                   -0.26           -258790740.76                   -0.58                                 
    SD                              468540098.762                   1.281           395287034.741                   1.098                                
    SE                              107490470.605                   0.294            93170047.593                   0.259                                
    MEDIAN                           -7583333.33                   -0.24            -49708333.33                   -0.75                                 
    MINIMUM                       -1578416666.7                    -2.5           -1285333333.3                    -2.9                                  
    MAXIMUM                          83766666.7                     1.8               9433333.3                     1.3                                  
    GEO-MEAN [4]                                                    0.55                                            0.26                                 

     
    ADJUSTED MEAN [1,2]                                -0.36                                           -0.48                                             
    STANDARD ERROR [2]                                  0.129                                           0.133                                            

     
COMPARISONS BETWEEN TREATMENTS       DIFFERENCE [1,3]        P-VALUE [1]             95% CI [1]              RATIO [1,5]             95% CI RATIO[5]     
                                     ----------------        -----------             ----------              -----------             ---------------     
    DAILY USE TAB VS. WEEKLY              0.12                  0.5118               (-0.257, 0.505)            1.331                (0.5534, 3.2006)    
USE TAB                                                                                                                                                  

     
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 1 of 1)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product.                                                               
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
[1] Analyses was performed using ANCOVA Model with Log10 Change from Baseline in Aerobic bacteria Microbial Count as response variable, Treatment and    
    Period as fixed effect, subject level and Period level pre-treatment microbial count as covariates and Subject as random effect.                     
[2] Adjusted means and their standard errors are on the log scale.                                                                                       
[3] Difference is first named treatment minus second named treatment in log10{(count+1)/(baseline+1)} such that a negative difference favors the first   
    named treatment.                                                                                                                                     
[4] Geometric mean is calculated as 10^MEAN of (log10((count+1)/(baseline+1))).                                                                          
[5] Ratio of geometric means (and 95% CI) obtained by taking the antilog of the treatment difference obtained from the ANCOVA model.                     
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Protocol: 205202                                                                                                              Program Run Date: 27NOV2017
                                                                    Table 9.3.1.4.2                                                                      
 Statistical Analysis of Change from Baseline in Anaerobic Bacteria Microbial Count (CFU/denture) on Day 7 (Post Treatment) - Denture Sonicate Sample    
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                               Daily Use Tablet                             Weekly Use Tablet                                            
                                                     (N=19)                                       (N=19)                                                 
                               Untransformed Change                            Untransformed Change                                                      
                               from baseline           Log10{(Count+1)/(BL+1)} from baseline           Log10{(Count+1)/(BL+1)}                           
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 7 (POST TREATMENT)                                                                                                                                   
    N                                      19                      19                      18                      18                                    
    MEAN                           -279225438.56                   -0.23           -342508796.28                   -0.54                                 
    SD                              629111255.184                   1.310           596184076.747                   1.092                                
    SE                              144328020.294                   0.300           140521934.501                   0.257                                
    MEDIAN                                  0.00                    0.00            -52750000.00                   -0.62                                 
    MINIMUM                       -2027750000.0                    -2.6           -2240416666.7                    -2.6                                  
    MAXIMUM                         466666666.7                     2.1              20083333.3                     1.4                                  
    GEO-MEAN [4]                                                    0.58                                            0.29                                 

     
    ADJUSTED MEAN [1,2]                                -0.35                                           -0.42                                             
    STANDARD ERROR [2]                                  0.133                                           0.137                                            

     
COMPARISONS BETWEEN TREATMENTS       DIFFERENCE [1,3]        P-VALUE [1]             95% CI [1]              RATIO [1,5]             95% CI RATIO[5]     
                                     ----------------        -----------             ----------              -----------             ---------------     
    DAILY USE TAB VS. WEEKLY              0.07                  0.7316               (-0.326, 0.460)            1.166                (0.4717, 2.8833)    
USE TAB                                                                                                                                                  

     
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 1 of 1)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product.                                                               
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
[1] Analyses was performed using ANCOVA Model with Log10 Change from Baseline in Anaerobic bacteria Microbial Count as response variable, Treatment and  
    Period as fixed effect, subject level and Period level pre-treatment microbial count as covariates and Subject as random effect.                     
[2] Adjusted means and their standard errors are on the log scale.                                                                                       
[3] Difference is first named treatment minus second named treatment in log10{(count+1)/(baseline+1)} such that a negative difference favors the first   
    named treatment.                                                                                                                                     
[4] Geometric mean is calculated as 10^MEAN of (log10((count+1)/(baseline+1))).                                                                          
[5] Ratio of geometric means (and 95% CI) obtained by taking the antilog of the treatment difference obtained from the ANCOVA model.                     
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Protocol: 205202                                                                                                              Program Run Date: 27NOV2017
                                                                    Table 9.3.1.4.3                                                                      
      Statistical Analysis of Change from Baseline in Candidal Microbial Count (CFU/denture) on Day 7 (Post Treatment) - Denture Sonicate Sample         
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                               Daily Use Tablet                             Weekly Use Tablet                                            
                                                     (N=19)                                       (N=19)                                                 
                               Untransformed Change                            Untransformed Change                                                      
                               from baseline           Log10{(Count+1)/(BL+1)} from baseline           Log10{(Count+1)/(BL+1)}                           
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 7 (POST TREATMENT)                                                                                                                                   
    N                                      19                      19                      18                      18                                    
    MEAN                              -267938.60                   -0.96                 2361.09                    0.21                                 
    SD                                 943646.451                   2.551              108510.887                   2.946                                
    SE                                 216487.343                   0.585               25576.261                   0.694                                
    MEDIAN                                  0.00                    0.00                    0.00                    0.00                                 
    MINIMUM                          -4083333.3                    -6.6               -291666.7                    -5.5                                  
    MAXIMUM                              9166.7                     4.0                333333.3                     5.5                                  
    GEO-MEAN [4]                                                    0.11                                            1.63                                 

     
    ADJUSTED MEAN [1,2]                                -0.69                                           -0.08                                             
    STANDARD ERROR [2]                                  0.439                                           0.453                                            

     
COMPARISONS BETWEEN TREATMENTS       DIFFERENCE [1,3]        P-VALUE [1]             95% CI [1]              RATIO [1,5]             95% CI RATIO[5]     
                                     ----------------        -----------             ----------              -----------             ---------------     
    DAILY USE TAB VS. WEEKLY             -0.60                  0.3250               (-1.863, 0.656)            0.249                (0.0137, 4.5297)    
USE TAB                                                                                                                                                  

     
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 1 of 1)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product.                                                               
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
[1] Analyses was performed using ANCOVA Model with Log10 Change from Baseline in Candidal Microbial Count as response variable, Treatment and            
    Period as fixed effect, subject level and Period level pre-treatment microbial count as covariates and Subject as random effect.                     
[2] Adjusted means and their standard errors are on the log scale.                                                                                       
[3] Difference is first named treatment minus second named treatment in log10{(count+1)/(baseline+1)} such that a negative difference favors the first   
    named treatment.                                                                                                                                     
[4] Geometric mean is calculated as 10^MEAN of (log10((count+1)/(baseline+1))).                                                                          
[5] Ratio of geometric means (and 95% CI) obtained by taking the antilog of the treatment difference obtained from the ANCOVA model.                     
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                    Table 9.3.2.1.1                                                                      
                                             Summary of Plaque Scores in Tissue Fitting Surfaces by Visit                                                
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                                     Daily Use Tablet                    Weekly Use Tablet                               
Day                                 Statistics                           (N=19)                              (N=19)                                      
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY -1 PRE-PROPHYLAXIS              N                                      19                                  19                                        
                                    MEAN                                    1.26                                1.05                                     
                                    SD                                      1.147                               1.224                                    
                                    SE                                      0.263                               0.281                                    
                                    MEDIAN                                  1.00                                1.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 4.0                                 3.0                                      

     
DAY -1 POST-PROPHYLAXIS             N                                      19                                  19                                        
                                    MEAN                                    0.00                                0.00                                     
                                    SD                                      0.000                               0.000                                    
                                    SE                                      0.000                               0.000                                    
                                    MEDIAN                                  0.00                                0.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 0.0                                 0.0                                      

     
DAY 0  PRE-TRT (BASELINE)           N                                      19                                  19                                        
                                    MEAN                                    0.63                                0.79                                     
                                    SD                                      0.831                               0.976                                    
                                    SE                                      0.191                               0.224                                    
                                    MEDIAN                                  0.00                                0.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 2.0                                 3.0                                      

     
     

                                                                                                                                                         
     
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 1 of 3)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product                                                                
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                    Table 9.3.2.1.1                                                                      
                                             Summary of Plaque Scores in Tissue Fitting Surfaces by Visit                                                
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                                     Daily Use Tablet                    Weekly Use Tablet                               
Day                                 Statistics                           (N=19)                              (N=19)                                      
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 0  POST-TRT                     N                                      19                                  19                                        
                                    MEAN                                    0.11                                0.11                                     
                                    SD                                      0.315                               0.315                                    
                                    SE                                      0.072                               0.072                                    
                                    MEDIAN                                  0.00                                0.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 1.0                                 1.0                                      

     
DAY 3  PRE-TRT                      N                                      19                                  19                                        
                                    MEAN                                    0.79                                1.32                                     
                                    SD                                      0.855                               1.157                                    
                                    SE                                      0.196                               0.265                                    
                                    MEDIAN                                  1.00                                1.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 2.0                                 4.0                                      

     
DAY 3  POST-TRT                     N                                      19                                  19                                        
                                    MEAN                                    0.11                                0.68                                     
                                    SD                                      0.315                               1.204                                    
                                    SE                                      0.072                               0.276                                    
                                    MEDIAN                                  0.00                                0.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 1.0                                 4.0                                      

     
     

                                                                                                                                                         
     
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 2 of 3)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product                                                                
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                    Table 9.3.2.1.1                                                                      
                                             Summary of Plaque Scores in Tissue Fitting Surfaces by Visit                                                
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                                     Daily Use Tablet                    Weekly Use Tablet                               
Day                                 Statistics                           (N=19)                              (N=19)                                      
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 7  PRE-TRT                      N                                      19                                  19                                        
                                    MEAN                                    0.84                                1.53                                     
                                    SD                                      1.015                               1.264                                    
                                    SE                                      0.233                               0.290                                    
                                    MEDIAN                                  1.00                                1.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 3.0                                 4.0                                      

     
DAY 7  POST-TRT                     N                                      19                                  19                                        
                                    MEAN                                    0.16                                0.79                                     
                                    SD                                      0.501                               0.976                                    
                                    SE                                      0.115                               0.224                                    
                                    MEDIAN                                  0.00                                0.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 2.0                                 3.0                                      

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 3 of 3)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product                                                                
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                    Table 9.3.2.1.2                                                                      
                                                Summary of Plaque Scores in Polished Surfaces by Visit                                                   
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                                     Daily Use Tablet                    Weekly Use Tablet                               
Day                                 Statistics                           (N=19)                              (N=19)                                      
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY -1 PRE-PROPHYLAXIS              N                                      19                                  19                                        
                                    MEAN                                    0.89                                0.63                                     
                                    SD                                      1.197                               0.955                                    
                                    SE                                      0.275                               0.219                                    
                                    MEDIAN                                  0.00                                0.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 4.0                                 3.0                                      

     
DAY -1 POST-PROPHYLAXIS             N                                      19                                  19                                        
                                    MEAN                                    0.00                                0.00                                     
                                    SD                                      0.000                               0.000                                    
                                    SE                                      0.000                               0.000                                    
                                    MEDIAN                                  0.00                                0.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 0.0                                 0.0                                      

     
DAY 0  PRE-TRT (BASELINE)           N                                      19                                  19                                        
                                    MEAN                                    0.37                                0.32                                     
                                    SD                                      0.496                               0.582                                    
                                    SE                                      0.114                               0.134                                    
                                    MEDIAN                                  0.00                                0.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 1.0                                 2.0                                      

     
     

                                                                                                                                                         
     
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 1 of 3)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product                                                                
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                    Table 9.3.2.1.2                                                                      
                                                Summary of Plaque Scores in Polished Surfaces by Visit                                                   
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                                     Daily Use Tablet                    Weekly Use Tablet                               
Day                                 Statistics                           (N=19)                              (N=19)                                      
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 0  POST-TRT                     N                                      19                                  19                                        
                                    MEAN                                    0.05                                0.00                                     
                                    SD                                      0.229                               0.000                                    
                                    SE                                      0.053                               0.000                                    
                                    MEDIAN                                  0.00                                0.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 1.0                                 0.0                                      

     
DAY 3  PRE-TRT                      N                                      19                                  19                                        
                                    MEAN                                    0.68                                0.42                                     
                                    SD                                      0.946                               0.769                                    
                                    SE                                      0.217                               0.176                                    
                                    MEDIAN                                  0.00                                0.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 3.0                                 2.0                                      

     
DAY 3  POST-TRT                     N                                      19                                  19                                        
                                    MEAN                                    0.05                                0.05                                     
                                    SD                                      0.229                               0.229                                    
                                    SE                                      0.053                               0.053                                    
                                    MEDIAN                                  0.00                                0.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 1.0                                 1.0                                      

     
     

                                                                                                                                                         
     
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 2 of 3)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product                                                                
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          

     
                                       

 

                                     

 

- Table 9.3.2.1.2.pdf

V
olum

e 1   Page 66 of 346  D
oc Pg 2 of 3

D
ocum

ent V
ersion:1.0,C

U
R

R
EN

T,M
ost-R

ecent,Effective

Page 70 of 351

 

Document Name  

Type Version Document Identifier Effective Date 

    

Reason For Issue  
 

 

 

 

 

 

 

 

 

 

 

 

 

 

15-Dec-2017 15:17:33eldo_controlled 1.0; CURRENT; Most-Recent; Effective

205202 Synopsis

Auto Issue
090032d580dd428c

Page 71 of 442

 

Document Name  

Type Version Document Identifier Effective Date 

    

Reason For Issue  
 

 

 

 

 

 

 

 

 

 

 

 

 

 

gsk-205202-clinical-study-report.pdf

eldo_controlled 0.2; CURRENT; Most-Recent; Reviewed 090032d581229ab2

CCI
CCI

PPD



Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                    Table 9.3.2.1.2                                                                      
                                                Summary of Plaque Scores in Polished Surfaces by Visit                                                   
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                                     Daily Use Tablet                    Weekly Use Tablet                               
Day                                 Statistics                           (N=19)                              (N=19)                                      
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 7  PRE-TRT                      N                                      19                                  19                                        
                                    MEAN                                    0.26                                0.79                                     
                                    SD                                      0.452                               0.918                                    
                                    SE                                      0.104                               0.211                                    
                                    MEDIAN                                  0.00                                1.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 1.0                                 3.0                                      

     
DAY 7  POST-TRT                     N                                      19                                  19                                        
                                    MEAN                                    0.05                                0.42                                     
                                    SD                                      0.229                               0.961                                    
                                    SE                                      0.053                               0.221                                    
                                    MEDIAN                                  0.00                                0.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 1.0                                 3.0                                      
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Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product                                                                
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                    Table 9.3.2.1.3                                                                      
                                             Summary of Plaque Scores in Dentures Teeth Surfaces by Visit                                                
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                                     Daily Use Tablet                    Weekly Use Tablet                               
Day                                 Statistics                           (N=19)                              (N=19)                                      
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY -1 PRE-PROPHYLAXIS              N                                      19                                  19                                        
                                    MEAN                                    1.84                                1.74                                     
                                    SD                                      1.167                               1.046                                    
                                    SE                                      0.268                               0.240                                    
                                    MEDIAN                                  2.00                                2.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 4.0                                 3.0                                      

     
DAY -1 POST-PROPHYLAXIS             N                                      19                                  19                                        
                                    MEAN                                    0.00                                0.00                                     
                                    SD                                      0.000                               0.000                                    
                                    SE                                      0.000                               0.000                                    
                                    MEDIAN                                  0.00                                0.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 0.0                                 0.0                                      

     
DAY 0  PRE-TRT (BASELINE)           N                                      19                                  19                                        
                                    MEAN                                    1.16                                0.79                                     
                                    SD                                      1.214                               1.032                                    
                                    SE                                      0.279                               0.237                                    
                                    MEDIAN                                  1.00                                0.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 3.0                                 3.0                                      
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                                                                                                                                            (Page 1 of 3)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product                                                                
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                    Table 9.3.2.1.3                                                                      
                                             Summary of Plaque Scores in Dentures Teeth Surfaces by Visit                                                
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                                     Daily Use Tablet                    Weekly Use Tablet                               
Day                                 Statistics                           (N=19)                              (N=19)                                      
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 0  POST-TRT                     N                                      19                                  19                                        
                                    MEAN                                    0.26                                0.00                                     
                                    SD                                      0.562                               0.000                                    
                                    SE                                      0.129                               0.000                                    
                                    MEDIAN                                  0.00                                0.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 2.0                                 0.0                                      

     
DAY 3  PRE-TRT                      N                                      19                                  19                                        
                                    MEAN                                    1.00                                1.26                                     
                                    SD                                      0.816                               1.098                                    
                                    SE                                      0.187                               0.252                                    
                                    MEDIAN                                  1.00                                1.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 3.0                                 3.0                                      

     
DAY 3  POST-TRT                     N                                      19                                  19                                        
                                    MEAN                                    0.32                                0.68                                     
                                    SD                                      0.671                               0.946                                    
                                    SE                                      0.154                               0.217                                    
                                    MEDIAN                                  0.00                                0.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 2.0                                 3.0                                      

     
     

                                                                                                                                                         
     
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 2 of 3)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product                                                                
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                    Table 9.3.2.1.3                                                                      
                                             Summary of Plaque Scores in Dentures Teeth Surfaces by Visit                                                
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                                     Daily Use Tablet                    Weekly Use Tablet                               
Day                                 Statistics                           (N=19)                              (N=19)                                      
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 7  PRE-TRT                      N                                      19                                  19                                        
                                    MEAN                                    1.21                                1.95                                     
                                    SD                                      0.918                               1.026                                    
                                    SE                                      0.211                               0.235                                    
                                    MEDIAN                                  1.00                                2.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 3.0                                 3.0                                      

     
DAY 7  POST-TRT                     N                                      19                                  19                                        
                                    MEAN                                    0.21                                0.68                                     
                                    SD                                      0.535                               0.749                                    
                                    SE                                      0.123                               0.172                                    
                                    MEDIAN                                  0.00                                1.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 2.0                                 3.0                                      

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 3 of 3)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product                                                                
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
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Protocol: 205202                                                                                                              Program Run Date: 29NOV2017
                                                                    Table 9.3.2.2.1                                                                      
      Statistical Analysis of Change from Baseline Plaque Scores in Tissue Fitting Surfaces on Day 3 (post-treatment) and Day 7 (post-treatment)         
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                               Daily Use Tablet                                       Weekly Use Tablet                  
Day                                                                (N=19)                                                 (N=19)                         
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 3 (POST TREATMENT)                                                                                                                                   
    N                                                                19                                                     19                           
    MEAN                                                             -0.53                                                  -0.11                        
    SD                                                                0.772                                                  1.410                       
    SE                                                                0.177                                                  0.323                       
    MEDIAN                                                            0.00                                                   0.00                        
    MINIMUM                                                          -2.0                                                   -3.0                         
    MAXIMUM                                                           0.0                                                    4.0                         

     
    ADJUSTED MEAN [1]                                              -0.58                                                  -0.05                          
    STANDARD ERROR [2]                                              0.201                                                  0.201                         

     
COMPARISONS BETWEEN TREATMENTS                                     DIFFERENCE [1,3]              95% CI [1]               P-VALUE [1]                    
                                                                   ----------------              ----------               -----------                    
    COREGA (1 TABLET PER DAY) VS. COREGA (1 TABLET ON DAY 7)           -0.52                     (-1.107, 0.059)             0.0765                      

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 1 of 2)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product.                                                               
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
[1] Analyses was performed using ANCOVA Model with Change from Baseline in Plaque Count as response variable, Treatment and Period as fixed effect,subjec
level and Period level pre-treatment plaque count as covariate and Subject as random effect.                                                             
[2] Within-subject standard error for Adjusted Mean.                                                                                                     
[3] Difference is first named treatment minus second named treatment such that a negative difference favors the first named treatment.                   
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Protocol: 205202                                                                                                              Program Run Date: 29NOV2017
                                                                    Table 9.3.2.2.1                                                                      
      Statistical Analysis of Change from Baseline Plaque Scores in Tissue Fitting Surfaces on Day 3 (post-treatment) and Day 7 (post-treatment)         
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                               Daily Use Tablet                                       Weekly Use Tablet                  
Day                                                                (N=19)                                                 (N=19)                         
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 7 (POST TREATMENT)                                                                                                                                   
    N                                                                19                                                     19                           
    MEAN                                                             -0.47                                                   0.00                        
    SD                                                                0.964                                                  1.054                       
    SE                                                                0.221                                                  0.242                       
    MEDIAN                                                            0.00                                                   0.00                        
    MINIMUM                                                          -2.0                                                   -2.0                         
    MAXIMUM                                                           1.0                                                    3.0                         

     
    ADJUSTED MEAN [1]                                              -0.52                                                  0.05                           
    STANDARD ERROR [2]                                              0.179                                                  0.179                         

     
COMPARISONS BETWEEN TREATMENTS                                     DIFFERENCE [1,3]              95% CI [1]               P-VALUE [1]                    
                                                                   ----------------              ----------               -----------                    
    COREGA (1 TABLET PER DAY) VS. COREGA (1 TABLET ON DAY 7)           -0.57                     (-1.095, -0.052)            0.0320                      

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 2 of 2)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product.                                                               
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
[1] Analyses was performed using ANCOVA Model with Change from Baseline in Plaque Count as response variable, Treatment and Period as fixed effect,subjec
level and Period level pre-treatment plaque count as covariate and Subject as random effect.                                                             
[2] Within-subject standard error for Adjusted Mean.                                                                                                     
[3] Difference is first named treatment minus second named treatment such that a negative difference favors the first named treatment.                   
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Protocol: 205202                                                                                                              Program Run Date: 29NOV2017
                                                                    Table 9.3.2.2.2                                                                      
         Statistical Analysis of Change from Baseline Plaque Scores in Polished Surfaces on Day 3 (post-treatment) and Day 7 (post-treatment)            
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                               Daily Use Tablet                                       Weekly Use Tablet                  
Day                                                                (N=19)                                                 (N=19)                         
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 3 (POST TREATMENT)                                                                                                                                   
    N                                                                19                                                     19                           
    MEAN                                                             -0.32                                                  -0.26                        
    SD                                                                0.478                                                  0.452                       
    SE                                                                0.110                                                  0.104                       
    MEDIAN                                                            0.00                                                   0.00                        
    MINIMUM                                                          -1.0                                                   -1.0                         
    MAXIMUM                                                           0.0                                                    0.0                         

     
    ADJUSTED MEAN [1]                                              -0.30                                                  -0.28                          
    STANDARD ERROR [2]                                              0.046                                                  0.046                         

     
COMPARISONS BETWEEN TREATMENTS                                     DIFFERENCE [1,3]              95% CI [1]               P-VALUE [1]                    
                                                                   ----------------              ----------               -----------                    
    COREGA (1 TABLET PER DAY) VS. COREGA (1 TABLET ON DAY 7)           -0.02                     (-0.152, 0.116)             0.7875                      

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 1 of 2)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product.                                                               
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
[1] Analyses was performed using ANCOVA Model with Change from Baseline in Plaque Count as response variable, Treatment and Period as fixed effect,subjec
level and Period level pre-treatment plaque count as covariate and Subject as random effect.                                                             
[2] Within-subject standard error for Adjusted Mean.                                                                                                     
[3] Difference is first named treatment minus second named treatment such that a negative difference favors the first named treatment.                   
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Protocol: 205202                                                                                                              Program Run Date: 29NOV2017
                                                                    Table 9.3.2.2.2                                                                      
         Statistical Analysis of Change from Baseline Plaque Scores in Polished Surfaces on Day 3 (post-treatment) and Day 7 (post-treatment)            
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                               Daily Use Tablet                                       Weekly Use Tablet                  
Day                                                                (N=19)                                                 (N=19)                         
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 7 (POST TREATMENT)                                                                                                                                   
    N                                                                19                                                     19                           
    MEAN                                                             -0.32                                                   0.11                        
    SD                                                                0.478                                                  1.100                       
    SE                                                                0.110                                                  0.252                       
    MEDIAN                                                            0.00                                                   0.00                        
    MINIMUM                                                          -1.0                                                   -1.0                         
    MAXIMUM                                                           0.0                                                    3.0                         

     
    ADJUSTED MEAN [1]                                              -0.30                                                  0.09                           
    STANDARD ERROR [2]                                              0.161                                                  0.161                         

     
COMPARISONS BETWEEN TREATMENTS                                     DIFFERENCE [1,3]              95% CI [1]               P-VALUE [1]                    
                                                                   ----------------              ----------               -----------                    
    COREGA (1 TABLET PER DAY) VS. COREGA (1 TABLET ON DAY 7)           -0.39                     (-0.858, 0.073)             0.0953                      

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 2 of 2)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product.                                                               
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
[1] Analyses was performed using ANCOVA Model with Change from Baseline in Plaque Count as response variable, Treatment and Period as fixed effect,subjec
level and Period level pre-treatment plaque count as covariate and Subject as random effect.                                                             
[2] Within-subject standard error for Adjusted Mean.                                                                                                     
[3] Difference is first named treatment minus second named treatment such that a negative difference favors the first named treatment.                   
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Protocol: 205202                                                                                                              Program Run Date: 29NOV2017
                                                                    Table 9.3.2.2.3                                                                      
      Statistical Analysis of Change from Baseline Plaque Scores in Dentures Teeth Surfaces on Day 3 (post-treatment) and Day 7 (post-treatment)         
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                               Daily Use Tablet                                       Weekly Use Tablet                  
Day                                                                (N=19)                                                 (N=19)                         
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 3 (POST TREATMENT)                                                                                                                                   
    N                                                                19                                                     19                           
    MEAN                                                             -0.84                                                  -0.11                        
    SD                                                                1.344                                                  1.370                       
    SE                                                                0.308                                                  0.314                       
    MEDIAN                                                            0.00                                                   0.00                        
    MINIMUM                                                          -3.0                                                   -3.0                         
    MAXIMUM                                                           2.0                                                    3.0                         

     
    ADJUSTED MEAN [1]                                              -0.65                                                  -0.30                          
    STANDARD ERROR [2]                                              0.197                                                  0.197                         

     
COMPARISONS BETWEEN TREATMENTS                                     DIFFERENCE [1,3]              95% CI [1]               P-VALUE [1]                    
                                                                   ----------------              ----------               -----------                    
    COREGA (1 TABLET PER DAY) VS. COREGA (1 TABLET ON DAY 7)           -0.35                     (-0.920, 0.230)             0.2307                      

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 1 of 2)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product.                                                               
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
[1] Analyses was performed using ANCOVA Model with Change from Baseline in Plaque Count as response variable, Treatment and Period as fixed effect,subjec
level and Period level pre-treatment plaque count as covariate and Subject as random effect.                                                             
[2] Within-subject standard error for Adjusted Mean.                                                                                                     
[3] Difference is first named treatment minus second named treatment such that a negative difference favors the first named treatment.                   
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Protocol: 205202                                                                                                              Program Run Date: 29NOV2017
                                                                    Table 9.3.2.2.3                                                                      
      Statistical Analysis of Change from Baseline Plaque Scores in Dentures Teeth Surfaces on Day 3 (post-treatment) and Day 7 (post-treatment)         
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                               Daily Use Tablet                                       Weekly Use Tablet                  
Day                                                                (N=19)                                                 (N=19)                         
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 7 (POST TREATMENT)                                                                                                                                   
    N                                                                19                                                     19                           
    MEAN                                                             -0.95                                                  -0.11                        
    SD                                                                1.224                                                  1.150                       
    SE                                                                0.281                                                  0.264                       
    MEDIAN                                                           -1.00                                                   0.00                        
    MINIMUM                                                          -3.0                                                   -2.0                         
    MAXIMUM                                                           1.0                                                    3.0                         

     
    ADJUSTED MEAN [1]                                              -0.79                                                  -0.26                          
    STANDARD ERROR [2]                                              0.154                                                  0.154                         

     
COMPARISONS BETWEEN TREATMENTS                                     DIFFERENCE [1,3]              95% CI [1]               P-VALUE [1]                    
                                                                   ----------------              ----------               -----------                    
    COREGA (1 TABLET PER DAY) VS. COREGA (1 TABLET ON DAY 7)           -0.54                     (-0.989, -0.086)            0.0211                      

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 2 of 2)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product.                                                               
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
[1] Analyses was performed using ANCOVA Model with Change from Baseline in Plaque Count as response variable, Treatment and Period as fixed effect,subjec
level and Period level pre-treatment plaque count as covariate and Subject as random effect.                                                             
[2] Within-subject standard error for Adjusted Mean.                                                                                                     
[3] Difference is first named treatment minus second named treatment such that a negative difference favors the first named treatment.                   
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Protocol: 205202                                                                                                              Program Run Date: 28NOV2017
                                                                    Table 9.3.2.3.1                                                                      
                                          Repeatability Analysis of Plaque Scores in Tissue Fitting Surfaces                                             
                                                               Repeatability Population                                                                  
Study Population: Repeatability (N=19)                                                                                                                   
_________________________________________________________________________________________________________________________________________________________
                                                                    Second Assessment                                                                    
                                        _________________________________________________________________________                                        
                           Missing         0              1             2             3             4                                                    
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
First assessment [1]                                                                                                                                     
    0                        0            25 (59.52%)    0             0             0             0                                                     
    1                        0             1  (2.38%)    7 (16.67%)    0             0             0                                                     
    2                        0             0             1  (2.38%)    7 (16.67%)    0             0                                                     
    3                        0             0             0             0             1  (2.38%)    0                                                     
    4                        0             0             0             0             0             0                                                     
WEIGHTED KAPPA = 0.968                                                                                                                                   
95% C.I. = [0.922, 1.000]                                                                                                                                

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 1 of 1)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product                                                                
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
Note: Percentages are based on total of all non-missing combinations                                                                                     
[1] The first assessment is the one used in the efficacy analysis.                                                                                       
Plaque Area:                                                                                                                                             
0 = No visible plaque, no matter adherent to flat plastic instrument on light scraping.                                                                  
1 = No visible plaque, matter adherent to flat plastic instrument on light scraping.                                                                     
2 = Deposits of plaque just visible on careful examination without need to confirm by scraping.                                                          
3 = Deposits of plaque clearly visible.                                                                                                                  
4 = Gross plaque deposits (velvet appearance)                                                                                                            
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Protocol: 205202                                                                                                              Program Run Date: 28NOV2017
                                                                    Table 9.3.2.3.2                                                                      
                                             Repeatability Analysis of Plaque Scores in Polished Surfaces                                                
                                                               Repeatability Population                                                                  
Study Population: Repeatability (N=19)                                                                                                                   
_________________________________________________________________________________________________________________________________________________________
                                                                    Second Assessment                                                                    
                                        _________________________________________________________________________                                        
                           Missing         0              1             2             3             4                                                    
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
First assessment [1]                                                                                                                                     
    0                        0            30 (71.43%)    0             0             0             0                                                     
    1                        0             0            11 (26.19%)    0             0             0                                                     
    2                        0             0             0             1  (2.38%)    0             0                                                     
    3                        0             0             0             0             0             0                                                     
    4                        0             0             0             0             0             0                                                     
WEIGHTED KAPPA = 1.000                                                                                                                                   
95% C.I. = [1.000, 1.000]                                                                                                                                

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 1 of 1)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product                                                                
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
Note: Percentages are based on total of all non-missing combinations                                                                                     
[1] The first assessment is the one used in the efficacy analysis.                                                                                       
Plaque Area:                                                                                                                                             
0 = No visible plaque, no matter adherent to flat plastic instrument on light scraping.                                                                  
1 = No visible plaque, matter adherent to flat plastic instrument on light scraping.                                                                     
2 = Deposits of plaque just visible on careful examination without need to confirm by scraping.                                                          
3 = Deposits of plaque clearly visible.                                                                                                                  
4 = Gross plaque deposits (velvet appearance)                                                                                                            
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Protocol: 205202                                                                                                              Program Run Date: 28NOV2017
                                                                    Table 9.3.2.3.3                                                                      
                                           Repeatability Analysis of Plaque Scores in Denture Teeth Surfaces                                             
                                                               Repeatability Population                                                                  
Study Population: Repeatability (N=19)                                                                                                                   
_________________________________________________________________________________________________________________________________________________________
                                                                    Second Assessment                                                                    
                                        _________________________________________________________________________                                        
                           Missing         0              1             2             3             4                                                    
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
First assessment [1]                                                                                                                                     
    0                        0            20 (47.62%)    0             0             0             0                                                     
    1                        0             0            11 (26.19%)    0             0             0                                                     
    2                        0             0             0             5 (11.90%)    0             0                                                     
    3                        0             0             0             0             6 (14.29%)    0                                                     
    4                        0             0             0             0             0             0                                                     
WEIGHTED KAPPA = 1.000                                                                                                                                   
95% C.I. = [1.000, 1.000]                                                                                                                                

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 1 of 1)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product                                                                
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
Note: Percentages are based on total of all non-missing combinations                                                                                     
[1] The first assessment is the one used in the efficacy analysis.                                                                                       
Plaque Area:                                                                                                                                             
0 = No visible plaque, no matter adherent to flat plastic instrument on light scraping.                                                                  
1 = No visible plaque, matter adherent to flat plastic instrument on light scraping.                                                                     
2 = Deposits of plaque just visible on careful examination without need to confirm by scraping.                                                          
3 = Deposits of plaque clearly visible.                                                                                                                  
4 = Gross plaque deposits (velvet appearance)                                                                                                            
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                    Table 9.3.3.1.1                                                                      
                                              Summary of Stain Scores in Tissue Fitting Surfaces by Visit                                                
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                                     Daily Use Tablet                    Weekly Use Tablet                               
Day                                 Statistics                           (N=19)                              (N=19)                                      
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY -1 PRE-PROPHYLAXIS              N                                      19                                  19                                        
                                    MEAN                                    0.21                                0.11                                     
                                    SD                                      0.535                               0.315                                    
                                    SE                                      0.123                               0.072                                    
                                    MEDIAN                                  0.00                                0.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 2.0                                 1.0                                      

     
DAY -1 POST-PROPHYLAXIS             N                                      19                                  19                                        
                                    MEAN                                    0.00                                0.00                                     
                                    SD                                      0.000                               0.000                                    
                                    SE                                      0.000                               0.000                                    
                                    MEDIAN                                  0.00                                0.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 0.0                                 0.0                                      

     
DAY 0  PRE-TRT (BASELINE)           N                                      19                                  19                                        
                                    MEAN                                    0.00                                0.05                                     
                                    SD                                      0.000                               0.229                                    
                                    SE                                      0.000                               0.053                                    
                                    MEDIAN                                  0.00                                0.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 0.0                                 1.0                                      

     
     

                                                                                                                                                         
     
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 1 of 2)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product                                                                
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                    Table 9.3.3.1.1                                                                      
                                              Summary of Stain Scores in Tissue Fitting Surfaces by Visit                                                
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                                     Daily Use Tablet                    Weekly Use Tablet                               
Day                                 Statistics                           (N=19)                              (N=19)                                      
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 3  PRE-TRT                      N                                      19                                  19                                        
                                    MEAN                                    0.00                                0.26                                     
                                    SD                                      0.000                               0.452                                    
                                    SE                                      0.000                               0.104                                    
                                    MEDIAN                                  0.00                                0.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 0.0                                 1.0                                      

     
     

DAY 7  PRE-TRT                      N                                      19                                  19                                        
                                    MEAN                                    0.00                                0.16                                     
                                    SD                                      0.000                               0.375                                    
                                    SE                                      0.000                               0.086                                    
                                    MEDIAN                                  0.00                                0.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 0.0                                 1.0                                      

     
DAY 7  POST-TRT                     N                                      19                                  19                                        
                                    MEAN                                    0.00                                0.11                                     
                                    SD                                      0.000                               0.315                                    
                                    SE                                      0.000                               0.072                                    
                                    MEDIAN                                  0.00                                0.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 0.0                                 1.0                                      

     
     

                                                                                                                                                         
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 2 of 2)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product                                                                
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                    Table 9.3.3.1.2                                                                      
                                                 Summary of Stain Scores in Polished Surfaces by Visit                                                   
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                                     Daily Use Tablet                    Weekly Use Tablet                               
Day                                 Statistics                           (N=19)                              (N=19)                                      
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY -1 PRE-PROPHYLAXIS              N                                      19                                  19                                        
                                    MEAN                                    0.11                                0.32                                     
                                    SD                                      0.315                               0.478                                    
                                    SE                                      0.072                               0.110                                    
                                    MEDIAN                                  0.00                                0.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 1.0                                 1.0                                      

     
DAY -1 POST-PROPHYLAXIS             N                                      19                                  19                                        
                                    MEAN                                    0.00                                0.00                                     
                                    SD                                      0.000                               0.000                                    
                                    SE                                      0.000                               0.000                                    
                                    MEDIAN                                  0.00                                0.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 0.0                                 0.0                                      

     
DAY 0  PRE-TRT (BASELINE)           N                                      19                                  19                                        
                                    MEAN                                    0.00                                0.05                                     
                                    SD                                      0.000                               0.229                                    
                                    SE                                      0.000                               0.053                                    
                                    MEDIAN                                  0.00                                0.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 0.0                                 1.0                                      

     
     

                                                                                                                                                         
     
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 1 of 2)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product                                                                
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                    Table 9.3.3.1.2                                                                      
                                                 Summary of Stain Scores in Polished Surfaces by Visit                                                   
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                                     Daily Use Tablet                    Weekly Use Tablet                               
Day                                 Statistics                           (N=19)                              (N=19)                                      
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 3  PRE-TRT                      N                                      19                                  19                                        
                                    MEAN                                    0.11                                0.11                                     
                                    SD                                      0.315                               0.315                                    
                                    SE                                      0.072                               0.072                                    
                                    MEDIAN                                  0.00                                0.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 1.0                                 1.0                                      

     
     

DAY 7  PRE-TRT                      N                                      19                                  19                                        
                                    MEAN                                    0.05                                0.21                                     
                                    SD                                      0.229                               0.419                                    
                                    SE                                      0.053                               0.096                                    
                                    MEDIAN                                  0.00                                0.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 1.0                                 1.0                                      

     
DAY 7  POST-TRT                     N                                      19                                  19                                        
                                    MEAN                                    0.05                                0.11                                     
                                    SD                                      0.229                               0.315                                    
                                    SE                                      0.053                               0.072                                    
                                    MEDIAN                                  0.00                                0.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 1.0                                 1.0                                      
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                    Table 9.3.3.1.3                                                                      
                                              Summary of Stain Scores in Dentures Teeth Surfaces by Visit                                                
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                                     Daily Use Tablet                    Weekly Use Tablet                               
Day                                 Statistics                           (N=19)                              (N=19)                                      
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY -1 PRE-PROPHYLAXIS              N                                      19                                  19                                        
                                    MEAN                                    0.53                                0.47                                     
                                    SD                                      0.513                               0.513                                    
                                    SE                                      0.118                               0.118                                    
                                    MEDIAN                                  1.00                                0.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 1.0                                 1.0                                      

     
DAY -1 POST-PROPHYLAXIS             N                                      19                                  19                                        
                                    MEAN                                    0.00                                0.00                                     
                                    SD                                      0.000                               0.000                                    
                                    SE                                      0.000                               0.000                                    
                                    MEDIAN                                  0.00                                0.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 0.0                                 0.0                                      

     
DAY 0  PRE-TRT (BASELINE)           N                                      19                                  19                                        
                                    MEAN                                    0.11                                0.32                                     
                                    SD                                      0.315                               0.478                                    
                                    SE                                      0.072                               0.110                                    
                                    MEDIAN                                  0.00                                0.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 1.0                                 1.0                                      
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                    Table 9.3.3.1.3                                                                      
                                              Summary of Stain Scores in Dentures Teeth Surfaces by Visit                                                
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                                     Daily Use Tablet                    Weekly Use Tablet                               
Day                                 Statistics                           (N=19)                              (N=19)                                      
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 3  PRE-TRT                      N                                      19                                  19                                        
                                    MEAN                                    0.21                                0.53                                     
                                    SD                                      0.419                               0.513                                    
                                    SE                                      0.096                               0.118                                    
                                    MEDIAN                                  0.00                                1.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 1.0                                 1.0                                      

     
     

DAY 7  PRE-TRT                      N                                      19                                  19                                        
                                    MEAN                                    0.32                                0.53                                     
                                    SD                                      0.478                               0.513                                    
                                    SE                                      0.110                               0.118                                    
                                    MEDIAN                                  0.00                                1.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 1.0                                 1.0                                      

     
DAY 7  POST-TRT                     N                                      19                                  19                                        
                                    MEAN                                    0.11                                0.37                                     
                                    SD                                      0.315                               0.496                                    
                                    SE                                      0.072                               0.114                                    
                                    MEDIAN                                  0.00                                0.00                                     
                                    MINIMUM                                 0.0                                 0.0                                      
                                    MAXIMUM                                 1.0                                 1.0                                      
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Protocol: 205202                                                                                                              Program Run Date: 29NOV2017
                                                                    Table 9.3.3.2.1                                                                      
                    Statistical Analysis of Change from Baseline Stain Scores in Tissue Fitting Surfaces on Day 7 (post-treatment)                       
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                               Daily Use Tablet                                       Weekly Use Tablet                  
Day                                                                (N=19)                                                 (N=19)                         
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 7 (POST TREATMENT)                                                                                                                                   
    N                                                                19                                                     19                           
    MEAN                                                              0.00                                                   0.05                        
    SD                                                                0.000                                                  0.405                       
    SE                                                                0.000                                                  0.093                       
    MEDIAN                                                            0.00                                                   0.00                        
    MINIMUM                                                           0.0                                                   -1.0                         
    MAXIMUM                                                           0.0                                                    1.0                         

     
    ADJUSTED MEAN [1]                                              -0.02                                                  0.08                           
    STANDARD ERROR [2]                                              0.053                                                  0.053                         

     
COMPARISONS BETWEEN TREATMENTS                                     DIFFERENCE [1,3]              95% CI [1]               P-VALUE [1]                    
                                                                   ----------------              ----------               -----------                    
    COREGA (1 TABLET PER DAY) VS. COREGA (1 TABLET ON DAY 7)           -0.10                     (-0.254, 0.054)             0.1966                      

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 1 of 1)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product.                                                               
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
[1] Analyses was performed using ANCOVA Model with Change from Baseline in Stain Count as response variable, Treatment and Period as fixed effect,subject
level and Period level pre-treatment plaque count as covariate and Subject as random effect.                                                             
[2] Within-subject standard error for Adjusted Mean.                                                                                                     
[3] Difference is first named treatment minus second named treatment such that a negative difference favors the first named treatment.                   
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Protocol: 205202                                                                                                              Program Run Date: 29NOV2017
                                                                    Table 9.3.3.2.2                                                                      
                       Statistical Analysis of Change from Baseline Stain Scores in Polished Surfaces on Day 7 (post-treatment)                          
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                               Daily Use Tablet                                       Weekly Use Tablet                  
Day                                                                (N=19)                                                 (N=19)                         
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 7 (POST TREATMENT)                                                                                                                                   
    N                                                                19                                                     19                           
    MEAN                                                              0.05                                                   0.05                        
    SD                                                                0.229                                                  0.405                       
    SE                                                                0.053                                                  0.093                       
    MEDIAN                                                            0.00                                                   0.00                        
    MINIMUM                                                           0.0                                                   -1.0                         
    MAXIMUM                                                           1.0                                                    1.0                         

     
    ADJUSTED MEAN [1]                                              0.03                                                   0.08                           
    STANDARD ERROR [2]                                              0.067                                                  0.067                         

     
COMPARISONS BETWEEN TREATMENTS                                     DIFFERENCE [1,3]              95% CI [1]               P-VALUE [1]                    
                                                                   ----------------              ----------               -----------                    
    COREGA (1 TABLET PER DAY) VS. COREGA (1 TABLET ON DAY 7)           -0.05                     (-0.245, 0.145)             0.6057                      

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 1 of 1)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product.                                                               
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
[1] Analyses was performed using ANCOVA Model with Change from Baseline in Stain Count as response variable, Treatment and Period as fixed effect,subject
level and Period level pre-treatment plaque count as covariate and Subject as random effect.                                                             
[2] Within-subject standard error for Adjusted Mean.                                                                                                     
[3] Difference is first named treatment minus second named treatment such that a negative difference favors the first named treatment.                   
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Protocol: 205202                                                                                                              Program Run Date: 29NOV2017
                                                                    Table 9.3.3.2.3                                                                      
                     Statistical Analysis of Change from Baseline Stain Scores in Denture Teeth Surfaces on Day 7 (post-treatment)                       
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                               Daily Use Tablet                                       Weekly Use Tablet                  
Day                                                                (N=19)                                                 (N=19)                         
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 7 (POST TREATMENT)                                                                                                                                   
    N                                                                19                                                     19                           
    MEAN                                                              0.00                                                   0.05                        
    SD                                                                0.333                                                  0.621                       
    SE                                                                0.076                                                  0.143                       
    MEDIAN                                                            0.00                                                   0.00                        
    MINIMUM                                                          -1.0                                                   -1.0                         
    MAXIMUM                                                           1.0                                                    1.0                         

     
    ADJUSTED MEAN [1]                                              -0.08                                                  0.13                           
    STANDARD ERROR [2]                                              0.100                                                  0.100                         

     
COMPARISONS BETWEEN TREATMENTS                                     DIFFERENCE [1,3]              95% CI [1]               P-VALUE [1]                    
                                                                   ----------------              ----------               -----------                    
    COREGA (1 TABLET PER DAY) VS. COREGA (1 TABLET ON DAY 7)           -0.20                     (-0.506, 0.101)             0.1831                      

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 1 of 1)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product.                                                               
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
[1] Analyses was performed using ANCOVA Model with Change from Baseline in Stain Count as response variable, Treatment and Period as fixed effect,subject
level and Period level pre-treatment plaque count as covariate and Subject as random effect.                                                             
[2] Within-subject standard error for Adjusted Mean.                                                                                                     
[3] Difference is first named treatment minus second named treatment such that a negative difference favors the first named treatment.                   
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Protocol: 205202                                                                                                              Program Run Date: 28NOV2017
                                                                    Table 9.3.3.3.1                                                                      
                                        Repeatability Analysis of Stain Level Scores in Tissue Fitting Surfaces                                          
                                                               Repeatability Population                                                                  
Study Population: Repeatability (N=19)                                                                                                                   
_________________________________________________________________________________________________________________________________________________________
                                                                    Second Assessment                                                                    
                                        _________________________________________________________________________                                        
                           Missing         0              1             2             3                                                                  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
First assessment [1]                                                                                                                                     
    0                        0            36 (94.74%)    1  (2.63%)    0             0                                                                   
    1                        0             0             1  (2.63%)    0             0                                                                   
    2                        0             0             0             0             0                                                                   
    3                        0             0             0             0             0                                                                   
WEIGHTED KAPPA = 0.655                                                                                                                                   
95% C.I. = [0.028, 1.000]                                                                                                                                

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 1 of 1)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product                                                                
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
Note: Percentages are based on total of all non-missing combinations                                                                                     
[1] The first assessment is the one used in the efficacy analysis.                                                                                       
Stain Area:                                                                                                                                              
0 = No staining detectable.                                                                                                                              
1 = Little staining (<25% of surface stained).                                                                                                           
2 = Moderate staining of surface (25-50% of surface stained).                                                                                            
3 = Severe staining of surface (>50% of surface stained).                                                                                                
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Protocol: 205202                                                                                                              Program Run Date: 28NOV2017
                                                                    Table 9.3.3.3.2                                                                      
                                           Repeatability Analysis of Stain Level Scores in Polished Surfaces                                             
                                                               Repeatability Population                                                                  
Study Population: Repeatability (N=19)                                                                                                                   
_________________________________________________________________________________________________________________________________________________________
                                                                    Second Assessment                                                                    
                                        _________________________________________________________________________                                        
                           Missing         0              1             2             3                                                                  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
First assessment [1]                                                                                                                                     
    0                        0            37 (97.37%)    0             0             0                                                                   
    1                        0             0             1  (2.63%)    0             0                                                                   
    2                        0             0             0             0             0                                                                   
    3                        0             0             0             0             0                                                                   
WEIGHTED KAPPA = 1.000                                                                                                                                   
95% C.I. = [1.000, 1.000]                                                                                                                                

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 1 of 1)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product                                                                
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
Note: Percentages are based on total of all non-missing combinations                                                                                     
[1] The first assessment is the one used in the efficacy analysis.                                                                                       
Stain Area:                                                                                                                                              
0 = No staining detectable.                                                                                                                              
1 = Little staining (<25% of surface stained).                                                                                                           
2 = Moderate staining of surface (25-50% of surface stained).                                                                                            
3 = Severe staining of surface (>50% of surface stained).                                                                                                
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Protocol: 205202                                                                                                              Program Run Date: 28NOV2017
                                                                    Table 9.3.3.3.3                                                                      
                                        Repeatability Analysis of Stain Level Scores in Denture Teeth Surfaces                                           
                                                               Repeatability Population                                                                  
Study Population: Repeatability (N=19)                                                                                                                   
_________________________________________________________________________________________________________________________________________________________
                                                                    Second Assessment                                                                    
                                        _________________________________________________________________________                                        
                           Missing         0              1             2             3                                                                  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
First assessment [1]                                                                                                                                     
    0                        0            30 (78.95%)    0             0             0                                                                   
    1                        0             0             8 (21.05%)    0             0                                                                   
    2                        0             0             0             0             0                                                                   
    3                        0             0             0             0             0                                                                   
WEIGHTED KAPPA = 1.000                                                                                                                                   
95% C.I. = [1.000, 1.000]                                                                                                                                

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 1 of 1)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product                                                                
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
Note: Percentages are based on total of all non-missing combinations                                                                                     
[1] The first assessment is the one used in the efficacy analysis.                                                                                       
Stain Area:                                                                                                                                              
0 = No staining detectable.                                                                                                                              
1 = Little staining (<25% of surface stained).                                                                                                           
2 = Moderate staining of surface (25-50% of surface stained).                                                                                            
3 = Severe staining of surface (>50% of surface stained).                                                                                                
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.4.1                                                                       
                                           Summary of all Molecular Microbial Species by Treatment and Visit                                             
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                           Daily Use Tablet                         Weekly Use Tablet                                                    
                                                (N=19)                                   (N=19)                                                          
                                           Untransformed                             Untransformed                                                       
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
MOLECULAR ACTINOMYCES NAESLUNDII COLONY                                                                                                                  
FORMING EQUIVALENT (CFE/DISC) DENTURE                                                                                                                    
DISC SAMPLES                                                                                                                                             
DAY -1 PRE-PROPHYLAXIS                                                                                                                                   
    N                                            19                                       19                                                             
    MEAN                                     411347.71                                 12188.06                                                          
    SD                                      1211011.790                                33838.473                                                         
    SE                                       277825.158                                 7763.078                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                 5014424.5                                 134550.5                                                           

     
DAY -1 POST-PROPHYLAXIS                                                                                                                                  
    N                                            19                                       19                                                             
    MEAN                                      98988.96                                500375.05                                                          
    SD                                       229123.186                              2181084.296                                                         
    SE                                        52564.464                               500375.054                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                  747456.0                                9507126.0                                                           

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                           (Page 1 of 32)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product                                                                
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.4.1                                                                       
                                           Summary of all Molecular Microbial Species by Treatment and Visit                                             
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                           Daily Use Tablet                         Weekly Use Tablet                                                    
                                                (N=19)                                   (N=19)                                                          
                                           Untransformed                             Untransformed                                                       
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 0 BASELINE (PRE-TREATMENT)                                                                                                                           
    N                                            19                                       19                                                             
    MEAN                                       1995.56                                  4944.84                                                          
    SD                                         8698.429                                21554.051                                                         
    SE                                         1995.556                                 4944.839                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                   37915.6                                  93951.9                                                           

     
DAY 0 (POST-TREATMENT)                                                                                                                                   
    N                                            19                                       19                                                             
    MEAN                                      29888.76                                  6308.86                                                          
    SD                                       104307.749                                19367.332                                                         
    SE                                        23929.839                                 4443.171                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                  456303.2                                  72656.2                                                           

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                           (Page 2 of 32)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product                                                                
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.4.1                                                                       
                                           Summary of all Molecular Microbial Species by Treatment and Visit                                             
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                           Daily Use Tablet                         Weekly Use Tablet                                                    
                                                (N=19)                                   (N=19)                                                          
                                           Untransformed                             Untransformed                                                       
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 3 (PRE-TREATMENT)                                                                                                                                    
    N                                            19                                       19                                                             
    MEAN                                       7483.15                                 23726.19                                                          
    SD                                        26204.613                                81336.582                                                         
    SE                                         6011.751                                18659.892                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                  111812.6                                 344074.8                                                           

     
DAY 3 (POST-TREATMENT)                                                                                                                                   
    N                                            19                                       19                                                             
    MEAN                                      15898.79                                 43079.74                                                          
    SD                                        52890.972                               131543.782                                                         
    SE                                        12134.021                                30178.213                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                  220073.3                                 562046.7                                                           

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                           (Page 3 of 32)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product                                                                
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.4.1                                                                       
                                           Summary of all Molecular Microbial Species by Treatment and Visit                                             
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                           Daily Use Tablet                         Weekly Use Tablet                                                    
                                                (N=19)                                   (N=19)                                                          
                                           Untransformed                             Untransformed                                                       
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 7 (PRE-TREATMENT)                                                                                                                                    
    N                                            19                                       19                                                             
    MEAN                                       5137.70                                  3140.38                                                          
    SD                                        15424.851                                 9408.235                                                         
    SE                                         3538.703                                 2158.397                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                   51947.9                                  30361.5                                                           

     
DAY 7 (POST-TREATMENT)                                                                                                                                   
    N                                            19                                       19                                                             
    MEAN                                       7800.65                                 13102.09                                                          
    SD                                        30290.494                                32047.081                                                         
    SE                                         6949.116                                 7352.105                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                  131933.3                                 109203.5                                                           
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                                                                                                                                           (Page 4 of 32)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product                                                                
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.4.1                                                                       
                                           Summary of all Molecular Microbial Species by Treatment and Visit                                             
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                           Daily Use Tablet                         Weekly Use Tablet                                                    
                                                (N=19)                                   (N=19)                                                          
                                           Untransformed                             Untransformed                                                       
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
MOLECULAR CANDIDA SPP COLONY FORMING                                                                                                                     
EQUIVALENT (CFE/DISC) DENTURE DISC                                                                                                                       
SAMPLES                                                                                                                                                  
DAY -1 PRE-PROPHYLAXIS                                                                                                                                   
    N                                            19                                       19                                                             
    MEAN                                         48.35                                    91.25                                                          
    SD                                          150.628                                  304.707                                                         
    SE                                           34.556                                   69.905                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                     583.6                                   1316.0                                                           

     
DAY -1 POST-PROPHYLAXIS                                                                                                                                  
    N                                            19                                       19                                                             
    MEAN                                         57.65                                     0.00                                                          
    SD                                          183.896                                    0.000                                                         
    SE                                           42.189                                    0.000                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                     737.3                                      0.0                                                           
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.4.1                                                                       
                                           Summary of all Molecular Microbial Species by Treatment and Visit                                             
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                           Daily Use Tablet                         Weekly Use Tablet                                                    
                                                (N=19)                                   (N=19)                                                          
                                           Untransformed                             Untransformed                                                       
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 0 BASELINE (PRE-TREATMENT)                                                                                                                           
    N                                            19                                       19                                                             
    MEAN                                         84.66                                    43.15                                                          
    SD                                          311.844                                  188.084                                                         
    SE                                           71.542                                   43.149                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                    1348.8                                    819.8                                                           

     
DAY 0 (POST-TREATMENT)                                                                                                                                   
    N                                            19                                       19                                                             
    MEAN                                         19.33                                    14.22                                                          
    SD                                           84.242                                   42.625                                                         
    SE                                           19.327                                    9.779                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                     367.2                                    140.6                                                           
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.4.1                                                                       
                                           Summary of all Molecular Microbial Species by Treatment and Visit                                             
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                           Daily Use Tablet                         Weekly Use Tablet                                                    
                                                (N=19)                                   (N=19)                                                          
                                           Untransformed                             Untransformed                                                       
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 3 (PRE-TREATMENT)                                                                                                                                    
    N                                            19                                       19                                                             
    MEAN                                       1149.44                                   179.82                                                          
    SD                                         4772.935                                  783.804                                                         
    SE                                         1094.986                                  179.817                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                   20849.7                                   3416.5                                                           

     
DAY 3 (POST-TREATMENT)                                                                                                                                   
    N                                            19                                       19                                                             
    MEAN                                         82.31                                   400.09                                                          
    SD                                          308.672                                  748.298                                                         
    SE                                           70.814                                  171.671                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                    1339.1                                   2211.1                                                           
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.4.1                                                                       
                                           Summary of all Molecular Microbial Species by Treatment and Visit                                             
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                           Daily Use Tablet                         Weekly Use Tablet                                                    
                                                (N=19)                                   (N=19)                                                          
                                           Untransformed                             Untransformed                                                       
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 7 (PRE-TREATMENT)                                                                                                                                    
    N                                            19                                       19                                                             
    MEAN                                        882.03                                    53.16                                                          
    SD                                         3707.744                                  187.241                                                         
    SE                                          850.615                                   42.956                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                   16188.4                                    800.6                                                           

     
DAY 7 (POST-TREATMENT)                                                                                                                                   
    N                                            19                                       19                                                             
    MEAN                                        338.29                                   935.91                                                          
    SD                                          914.159                                 4020.617                                                         
    SE                                          209.722                                  922.393                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                    3916.1                                  17538.2                                                           

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                           (Page 8 of 32)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product                                                                
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          

     
                                        

 

                                     

 

- Table 9.3.4.1.pdf

V
olum

e 1   Page 99 of 346  D
oc Pg 8 of 32

D
ocum

ent V
ersion:1.0,C

U
R

R
EN

T,M
ost-R

ecent,Effective

Page 103 of 351

 

Document Name  

Type Version Document Identifier Effective Date 

    

Reason For Issue  
 

 

 

 

 

 

 

 

 

 

 

 

 

 

15-Dec-2017 15:17:33eldo_controlled 1.0; CURRENT; Most-Recent; Effective

205202 Synopsis

Auto Issue
090032d580dd428c

Page 104 of 442

 

Document Name  

Type Version Document Identifier Effective Date 

    

Reason For Issue  
 

 

 

 

 

 

 

 

 

 

 

 

 

 

gsk-205202-clinical-study-report.pdf

eldo_controlled 0.2; CURRENT; Most-Recent; Reviewed 090032d581229ab2

CCI
CCI

PPD



Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.4.1                                                                       
                                           Summary of all Molecular Microbial Species by Treatment and Visit                                             
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                           Daily Use Tablet                         Weekly Use Tablet                                                    
                                                (N=19)                                   (N=19)                                                          
                                           Untransformed                             Untransformed                                                       
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
MOLECULAR FUSOBACTERIUM NUCLEATUM                                                                                                                        
COLONY FORMING EQUIVALENT (CFE/DISC)                                                                                                                     
DENTURE DISC SAMPLES                                                                                                                                     
DAY -1 PRE-PROPHYLAXIS                                                                                                                                   
    N                                            19                                       19                                                             
    MEAN                                       7540.95                                   656.93                                                          
    SD                                        23842.953                                 2097.917                                                         
    SE                                         5469.949                                  481.295                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                   94855.4                                   8993.9                                                           

     
DAY -1 POST-PROPHYLAXIS                                                                                                                                  
    N                                            19                                       19                                                             
    MEAN                                        167.03                                     0.00                                                          
    SD                                          728.063                                    0.000                                                         
    SE                                          167.029                                    0.000                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                    3173.6                                      0.0                                                           
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.4.1                                                                       
                                           Summary of all Molecular Microbial Species by Treatment and Visit                                             
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                           Daily Use Tablet                         Weekly Use Tablet                                                    
                                                (N=19)                                   (N=19)                                                          
                                           Untransformed                             Untransformed                                                       
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 0 BASELINE (PRE-TREATMENT)                                                                                                                           
    N                                            19                                       19                                                             
    MEAN                                         11.51                                    29.57                                                          
    SD                                           50.155                                  128.890                                                         
    SE                                           11.506                                   29.569                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                     218.6                                    561.8                                                           

     
DAY 0 (POST-TREATMENT)                                                                                                                                   
    N                                            19                                       19                                                             
    MEAN                                        102.75                                   354.82                                                          
    SD                                          239.070                                 1300.202                                                         
    SE                                           54.846                                  298.287                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                     892.3                                   5651.3                                                           
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.4.1                                                                       
                                           Summary of all Molecular Microbial Species by Treatment and Visit                                             
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                           Daily Use Tablet                         Weekly Use Tablet                                                    
                                                (N=19)                                   (N=19)                                                          
                                           Untransformed                             Untransformed                                                       
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 3 (PRE-TREATMENT)                                                                                                                                    
    N                                            19                                       19                                                             
    MEAN                                        996.16                                   135.52                                                          
    SD                                         4174.478                                  479.404                                                         
    SE                                          957.691                                  109.983                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                   18228.1                                   2052.6                                                           

     
DAY 3 (POST-TREATMENT)                                                                                                                                   
    N                                            19                                       19                                                             
    MEAN                                         46.33                                    92.73                                                          
    SD                                          130.169                                  236.181                                                         
    SE                                           29.863                                   54.184                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                     534.6                                    871.6                                                           
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.4.1                                                                       
                                           Summary of all Molecular Microbial Species by Treatment and Visit                                             
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                           Daily Use Tablet                         Weekly Use Tablet                                                    
                                                (N=19)                                   (N=19)                                                          
                                           Untransformed                             Untransformed                                                       
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 7 (PRE-TREATMENT)                                                                                                                                    
    N                                            19                                       19                                                             
    MEAN                                        332.28                                   308.40                                                          
    SD                                         1072.937                                 1297.357                                                         
    SE                                          246.149                                  297.634                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                    4358.8                                   5662.6                                                           

     
DAY 7 (POST-TREATMENT)                                                                                                                                   
    N                                            19                                       19                                                             
    MEAN                                        360.06                                   658.54                                                          
    SD                                         1348.416                                 2655.403                                                         
    SE                                          309.348                                  609.191                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                    5848.6                                  11614.1                                                           

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                          (Page 12 of 32)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product                                                                
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          

     
                                        

 

                                     

 

- Table 9.3.4.1.pdf

V
olum

e 1   Page 103 of 346  D
oc Pg 12 of 32

D
ocum

ent V
ersion:1.0,C

U
R

R
EN

T,M
ost-R

ecent,Effective

Page 107 of 351

 

Document Name  

Type Version Document Identifier Effective Date 

    

Reason For Issue  
 

 

 

 

 

 

 

 

 

 

 

 

 

 

15-Dec-2017 15:17:33eldo_controlled 1.0; CURRENT; Most-Recent; Effective

205202 Synopsis

Auto Issue
090032d580dd428c

Page 108 of 442

 

Document Name  

Type Version Document Identifier Effective Date 

    

Reason For Issue  
 

 

 

 

 

 

 

 

 

 

 

 

 

 

gsk-205202-clinical-study-report.pdf

eldo_controlled 0.2; CURRENT; Most-Recent; Reviewed 090032d581229ab2

CCI
CCI

PPD



Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.4.1                                                                       
                                           Summary of all Molecular Microbial Species by Treatment and Visit                                             
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                           Daily Use Tablet                         Weekly Use Tablet                                                    
                                                (N=19)                                   (N=19)                                                          
                                           Untransformed                             Untransformed                                                       
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
MOLECULAR LACTOBACILUS CASEI COLONY                                                                                                                      
FORMING EQUIVALENT (CFE/DISC) DENTURE                                                                                                                    
DISC SAMPLES                                                                                                                                             
DAY -1 PRE-PROPHYLAXIS                                                                                                                                   
    N                                            19                                       19                                                             
    MEAN                                          0.00                                   675.05                                                          
    SD                                            0.000                                 2942.459                                                         
    SE                                            0.000                                  675.046                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                       0.0                                  12825.9                                                           

     
DAY -1 POST-PROPHYLAXIS                                                                                                                                  
    N                                            19                                       19                                                             
    MEAN                                          0.00                                     0.00                                                          
    SD                                            0.000                                    0.000                                                         
    SE                                            0.000                                    0.000                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                       0.0                                      0.0                                                           
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.4.1                                                                       
                                           Summary of all Molecular Microbial Species by Treatment and Visit                                             
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                           Daily Use Tablet                         Weekly Use Tablet                                                    
                                                (N=19)                                   (N=19)                                                          
                                           Untransformed                             Untransformed                                                       
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 0 BASELINE (PRE-TREATMENT)                                                                                                                           
    N                                            19                                       19                                                             
    MEAN                                        403.32                                   575.13                                                          
    SD                                         1223.364                                 1741.688                                                         
    SE                                          280.659                                  399.571                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                    4409.6                                   6232.5                                                           

     
DAY 0 (POST-TREATMENT)                                                                                                                                   
    N                                            19                                       19                                                             
    MEAN                                          0.00                                     0.00                                                          
    SD                                            0.000                                    0.000                                                         
    SE                                            0.000                                    0.000                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                       0.0                                      0.0                                                           
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.4.1                                                                       
                                           Summary of all Molecular Microbial Species by Treatment and Visit                                             
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                           Daily Use Tablet                         Weekly Use Tablet                                                    
                                                (N=19)                                   (N=19)                                                          
                                           Untransformed                             Untransformed                                                       
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 3 (PRE-TREATMENT)                                                                                                                                    
    N                                            19                                       19                                                             
    MEAN                                        104.28                                     0.00                                                          
    SD                                          454.530                                    0.000                                                         
    SE                                          104.276                                    0.000                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                    1981.3                                      0.0                                                           

     
DAY 3 (POST-TREATMENT)                                                                                                                                   
    N                                            19                                       19                                                             
    MEAN                                        212.36                                   236.81                                                          
    SD                                          925.664                                 1032.209                                                         
    SE                                          212.362                                  236.805                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                    4034.9                                   4499.3                                                           
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.4.1                                                                       
                                           Summary of all Molecular Microbial Species by Treatment and Visit                                             
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                           Daily Use Tablet                         Weekly Use Tablet                                                    
                                                (N=19)                                   (N=19)                                                          
                                           Untransformed                             Untransformed                                                       
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 7 (PRE-TREATMENT)                                                                                                                                    
    N                                            19                                       19                                                             
    MEAN                                          0.00                                     0.00                                                          
    SD                                            0.000                                    0.000                                                         
    SE                                            0.000                                    0.000                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                       0.0                                      0.0                                                           

     
DAY 7 (POST-TREATMENT)                                                                                                                                   
    N                                            19                                       19                                                             
    MEAN                                          0.00                                     0.00                                                          
    SD                                            0.000                                    0.000                                                         
    SE                                            0.000                                    0.000                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                       0.0                                      0.0                                                           
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.4.1                                                                       
                                           Summary of all Molecular Microbial Species by Treatment and Visit                                             
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                           Daily Use Tablet                         Weekly Use Tablet                                                    
                                                (N=19)                                   (N=19)                                                          
                                           Untransformed                             Untransformed                                                       
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
MOLECULAR ROTHIA DENTOCARIOSA COLONY                                                                                                                     
FORMING EQUIVALENT (CFE/DISC) DENTURE                                                                                                                    
DISC SAMPLES                                                                                                                                             
DAY -1 PRE-PROPHYLAXIS                                                                                                                                   
    N                                            19                                       19                                                             
    MEAN                                       3475.68                                  7874.77                                                          
    SD                                        10217.229                                30695.418                                                         
    SE                                         2343.993                                 7042.012                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                   39562.7                                 134307.6                                                           

     
DAY -1 POST-PROPHYLAXIS                                                                                                                                  
    N                                            19                                       19                                                             
    MEAN                                      93991.06                                     0.00                                                          
    SD                                       409697.551                                    0.000                                                         
    SE                                        93991.064                                    0.000                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                 1785830.2                                      0.0                                                           
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.4.1                                                                       
                                           Summary of all Molecular Microbial Species by Treatment and Visit                                             
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                           Daily Use Tablet                         Weekly Use Tablet                                                    
                                                (N=19)                                   (N=19)                                                          
                                           Untransformed                             Untransformed                                                       
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 0 BASELINE (PRE-TREATMENT)                                                                                                                           
    N                                            19                                       19                                                             
    MEAN                                        180.74                                   242.14                                                          
    SD                                          787.825                                 1055.461                                                         
    SE                                          180.740                                  242.139                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                    3434.1                                   4600.6                                                           

     
DAY 0 (POST-TREATMENT)                                                                                                                                   
    N                                            19                                       19                                                             
    MEAN                                        680.94                                   804.57                                                          
    SD                                         2968.161                                 3507.018                                                         
    SE                                          680.943                                  804.565                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                   12937.9                                  15286.7                                                           
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.4.1                                                                       
                                           Summary of all Molecular Microbial Species by Treatment and Visit                                             
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                           Daily Use Tablet                         Weekly Use Tablet                                                    
                                                (N=19)                                   (N=19)                                                          
                                           Untransformed                             Untransformed                                                       
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 3 (PRE-TREATMENT)                                                                                                                                    
    N                                            19                                       19                                                             
    MEAN                                       2517.75                                  2160.21                                                          
    SD                                        10974.618                                 9416.136                                                         
    SE                                         2517.750                                 2160.210                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                   47837.3                                  41044.0                                                           

     
DAY 3 (POST-TREATMENT)                                                                                                                                   
    N                                            19                                       19                                                             
    MEAN                                       1143.23                                  3142.27                                                          
    SD                                         3458.271                                11036.669                                                         
    SE                                          793.382                                 2531.986                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                   14671.1                                  48060.4                                                           
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.4.1                                                                       
                                           Summary of all Molecular Microbial Species by Treatment and Visit                                             
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                           Daily Use Tablet                         Weekly Use Tablet                                                    
                                                (N=19)                                   (N=19)                                                          
                                           Untransformed                             Untransformed                                                       
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 7 (PRE-TREATMENT)                                                                                                                                    
    N                                            19                                       19                                                             
    MEAN                                        614.01                                   143.27                                                          
    SD                                         2676.428                                  624.489                                                         
    SE                                          614.015                                  143.268                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                   11666.3                                   2722.1                                                           

     
DAY 7 (POST-TREATMENT)                                                                                                                                   
    N                                            19                                       19                                                             
    MEAN                                        566.83                                  2725.48                                                          
    SD                                         2470.757                                 8621.671                                                         
    SE                                          566.830                                 1977.947                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                   10769.8                                  37013.2                                                           
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.4.1                                                                       
                                           Summary of all Molecular Microbial Species by Treatment and Visit                                             
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                           Daily Use Tablet                         Weekly Use Tablet                                                    
                                                (N=19)                                   (N=19)                                                          
                                           Untransformed                             Untransformed                                                       
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
MOLECULAR STREPTOCOCCUS COLONY FORMING                                                                                                                   
EQUIVALENT (CFE/DISC) DENTURE DISC                                                                                                                       
SAMPLES                                                                                                                                                  
DAY -1 PRE-PROPHYLAXIS                                                                                                                                   
    N                                            19                                       19                                                             
    MEAN                                     374147.33                                198351.78                                                          
    SD                                       846552.820                               697015.108                                                         
    SE                                       194212.536                               159906.233                                                         
    MEDIAN                                    10881.78                                  9666.12                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                 2746499.3                                3064799.6                                                           

     
DAY -1 POST-PROPHYLAXIS                                                                                                                                  
    N                                            19                                       19                                                             
    MEAN                                     132518.30                                  2649.26                                                          
    SD                                       478883.152                                 7574.075                                                         
    SE                                       109863.330                                 1737.612                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                 2075654.9                                  29181.9                                                           
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.4.1                                                                       
                                           Summary of all Molecular Microbial Species by Treatment and Visit                                             
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                           Daily Use Tablet                         Weekly Use Tablet                                                    
                                                (N=19)                                   (N=19)                                                          
                                           Untransformed                             Untransformed                                                       
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 0 BASELINE (PRE-TREATMENT)                                                                                                                           
    N                                            19                                       19                                                             
    MEAN                                      21321.43                                 42507.21                                                          
    SD                                        43081.957                               141004.809                                                         
    SE                                         9883.679                                32348.722                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                  165846.5                                 613832.1                                                           

     
DAY 0 (POST-TREATMENT)                                                                                                                                   
    N                                            19                                       19                                                             
    MEAN                                      50608.08                                 78059.18                                                          
    SD                                        63283.558                               209790.356                                                         
    SE                                        14518.244                                48129.209                                                         
    MEDIAN                                    16992.52                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                  184427.4                                 918702.7                                                           
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.4.1                                                                       
                                           Summary of all Molecular Microbial Species by Treatment and Visit                                             
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                           Daily Use Tablet                         Weekly Use Tablet                                                    
                                                (N=19)                                   (N=19)                                                          
                                           Untransformed                             Untransformed                                                       
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 3 (PRE-TREATMENT)                                                                                                                                    
    N                                            19                                       19                                                             
    MEAN                                      23193.19                                121871.14                                                          
    SD                                        37963.201                               301973.083                                                         
    SE                                         8709.356                                69277.376                                                         
    MEDIAN                                        0.00                                 19649.71                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                  134506.7                                1310782.6                                                           

     
DAY 3 (POST-TREATMENT)                                                                                                                                   
    N                                            19                                       19                                                             
    MEAN                                      26536.59                                722490.52                                                          
    SD                                        48200.640                              2880763.919                                                         
    SE                                        11057.985                               660892.569                                                         
    MEDIAN                                        0.00                                 10856.70                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                  174092.0                               12606239.6                                                           
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.4.1                                                                       
                                           Summary of all Molecular Microbial Species by Treatment and Visit                                             
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                           Daily Use Tablet                         Weekly Use Tablet                                                    
                                                (N=19)                                   (N=19)                                                          
                                           Untransformed                             Untransformed                                                       
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 7 (PRE-TREATMENT)                                                                                                                                    
    N                                            19                                       19                                                             
    MEAN                                      75373.59                                 60109.21                                                          
    SD                                       189760.297                               113529.324                                                         
    SE                                        43533.998                                26045.413                                                         
    MEDIAN                                    22281.43                                 12127.16                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                  829715.4                                 465667.0                                                           

     
DAY 7 (POST-TREATMENT)                                                                                                                                   
    N                                            19                                       19                                                             
    MEAN                                      62332.90                                376306.60                                                          
    SD                                       157423.912                              1073666.421                                                         
    SE                                        36115.522                               246315.970                                                         
    MEDIAN                                    12128.75                                  3279.93                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                  696531.6                                4632758.4                                                           
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.4.1                                                                       
                                           Summary of all Molecular Microbial Species by Treatment and Visit                                             
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                           Daily Use Tablet                         Weekly Use Tablet                                                    
                                                (N=19)                                   (N=19)                                                          
                                           Untransformed                             Untransformed                                                       
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
MOLECULAR VEILLONELLA DISPAR COLONY                                                                                                                      
FORMING EQUIVALENT (CFE/DISC) DENTURE                                                                                                                    
DISC SAMPLES                                                                                                                                             
DAY -1 PRE-PROPHYLAXIS                                                                                                                                   
    N                                            19                                       19                                                             
    MEAN                                   18176304.05                                610117.22                                                          
    SD                                     68620534.439                              1767383.776                                                         
    SE                                     15742630.267                               405465.646                                                         
    MEDIAN                                    35856.46                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                               299556415.9                                7747254.9                                                           

     
DAY -1 POST-PROPHYLAXIS                                                                                                                                  
    N                                            19                                       19                                                             
    MEAN                                     456942.81                                 16752.64                                                          
    SD                                      1652057.585                                56102.042                                                         
    SE                                       379008.003                                12870.691                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                 7239026.1                                 234412.2                                                           
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.4.1                                                                       
                                           Summary of all Molecular Microbial Species by Treatment and Visit                                             
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                           Daily Use Tablet                         Weekly Use Tablet                                                    
                                                (N=19)                                   (N=19)                                                          
                                           Untransformed                             Untransformed                                                       
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 0 BASELINE (PRE-TREATMENT)                                                                                                                           
    N                                            19                                       19                                                             
    MEAN                                      80601.60                                 93341.72                                                          
    SD                                       186629.596                               146102.467                                                         
    SE                                        42815.766                                33518.205                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                  742350.4                                 418699.6                                                           

     
DAY 0 (POST-TREATMENT)                                                                                                                                   
    N                                            19                                       19                                                             
    MEAN                                     133522.03                                103006.72                                                          
    SD                                       296752.362                               222672.177                                                         
    SE                                        68079.661                                51084.501                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                 1029910.3                                 639572.2                                                           
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.4.1                                                                       
                                           Summary of all Molecular Microbial Species by Treatment and Visit                                             
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                           Daily Use Tablet                         Weekly Use Tablet                                                    
                                                (N=19)                                   (N=19)                                                          
                                           Untransformed                             Untransformed                                                       
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 3 (PRE-TREATMENT)                                                                                                                                    
    N                                            19                                       19                                                             
    MEAN                                     131084.92                                929540.80                                                          
    SD                                       210893.377                              2747453.488                                                         
    SE                                        48382.259                               630309.058                                                         
    MEDIAN                                    76648.84                                 29861.42                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                  689394.6                               11813604.4                                                           

     
DAY 3 (POST-TREATMENT)                                                                                                                                   
    N                                            19                                       19                                                             
    MEAN                                     128931.64                               1005896.21                                                          
    SD                                       437136.965                              2245577.645                                                         
    SE                                       100286.098                               515170.843                                                         
    MEDIAN                                        0.00                                 29956.04                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                 1901539.9                                7420212.3                                                           
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.4.1                                                                       
                                           Summary of all Molecular Microbial Species by Treatment and Visit                                             
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                           Daily Use Tablet                         Weekly Use Tablet                                                    
                                                (N=19)                                   (N=19)                                                          
                                           Untransformed                             Untransformed                                                       
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 7 (PRE-TREATMENT)                                                                                                                                    
    N                                            19                                       19                                                             
    MEAN                                     159077.32                                202911.95                                                          
    SD                                       276732.373                               523533.152                                                         
    SE                                        63486.760                               120106.742                                                         
    MEDIAN                                    30727.27                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                 1121528.1                                1722634.6                                                           

     
DAY 7 (POST-TREATMENT)                                                                                                                                   
    N                                            19                                       19                                                             
    MEAN                                     206447.45                                590767.27                                                          
    SD                                       657562.685                              1218764.310                                                         
    SE                                       150855.226                               279603.709                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                 2855425.4                                4478136.1                                                           
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.4.1                                                                       
                                           Summary of all Molecular Microbial Species by Treatment and Visit                                             
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                           Daily Use Tablet                         Weekly Use Tablet                                                    
                                                (N=19)                                   (N=19)                                                          
                                           Untransformed                             Untransformed                                                       
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
MOLECULAR LACTOBACILLUS ZEAE COLONY                                                                                                                      
FORMING EQUIVALENT (CFE/DISC) DENTURE                                                                                                                    
DISC SAMPLES                                                                                                                                             
DAY -1 PRE-PROPHYLAXIS                                                                                                                                   
    N                                            19                                       19                                                             
    MEAN                                          0.00                                     0.00                                                          
    SD                                            0.000                                    0.000                                                         
    SE                                            0.000                                    0.000                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                       0.0                                      0.0                                                           

     
DAY -1 POST-PROPHYLAXIS                                                                                                                                  
    N                                            19                                       19                                                             
    MEAN                                          0.00                                     0.00                                                          
    SD                                            0.000                                    0.000                                                         
    SE                                            0.000                                    0.000                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                       0.0                                      0.0                                                           
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.4.1                                                                       
                                           Summary of all Molecular Microbial Species by Treatment and Visit                                             
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                           Daily Use Tablet                         Weekly Use Tablet                                                    
                                                (N=19)                                   (N=19)                                                          
                                           Untransformed                             Untransformed                                                       
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 0 BASELINE (PRE-TREATMENT)                                                                                                                           
    N                                            19                                       19                                                             
    MEAN                                          0.00                                     0.00                                                          
    SD                                            0.000                                    0.000                                                         
    SE                                            0.000                                    0.000                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                       0.0                                      0.0                                                           

     
DAY 0 (POST-TREATMENT)                                                                                                                                   
    N                                            19                                       19                                                             
    MEAN                                          0.00                                     0.00                                                          
    SD                                            0.000                                    0.000                                                         
    SE                                            0.000                                    0.000                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                       0.0                                      0.0                                                           
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.4.1                                                                       
                                           Summary of all Molecular Microbial Species by Treatment and Visit                                             
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                           Daily Use Tablet                         Weekly Use Tablet                                                    
                                                (N=19)                                   (N=19)                                                          
                                           Untransformed                             Untransformed                                                       
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 3 (PRE-TREATMENT)                                                                                                                                    
    N                                            19                                       19                                                             
    MEAN                                        104.28                                     0.00                                                          
    SD                                          454.530                                    0.000                                                         
    SE                                          104.276                                    0.000                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                    1981.3                                      0.0                                                           

     
DAY 3 (POST-TREATMENT)                                                                                                                                   
    N                                            19                                       19                                                             
    MEAN                                          0.00                                     0.00                                                          
    SD                                            0.000                                    0.000                                                         
    SE                                            0.000                                    0.000                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                       0.0                                      0.0                                                           
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.4.1                                                                       
                                           Summary of all Molecular Microbial Species by Treatment and Visit                                             
                                                              Intent to treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                           Daily Use Tablet                         Weekly Use Tablet                                                    
                                                (N=19)                                   (N=19)                                                          
                                           Untransformed                             Untransformed                                                       
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 7 (PRE-TREATMENT)                                                                                                                                    
    N                                            19                                       19                                                             
    MEAN                                          0.00                                     0.00                                                          
    SD                                            0.000                                    0.000                                                         
    SE                                            0.000                                    0.000                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                       0.0                                      0.0                                                           

     
DAY 7 (POST-TREATMENT)                                                                                                                                   
    N                                            19                                       19                                                             
    MEAN                                          0.00                                     0.00                                                          
    SD                                            0.000                                    0.000                                                         
    SE                                            0.000                                    0.000                                                         
    MEDIAN                                        0.00                                     0.00                                                          
    MINIMUM                                       0.0                                      0.0                                                           
    MAXIMUM                                       0.0                                      0.0                                                           
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.4.2                                                                       
                                                       Summary of the OTU’s from Microbiome Data                                                         
                                                              Intent to Treat Population                                                                 
_________________________________________________________________________________________________________________________________________________________
Treatment                                                 Sample Number           Number of OTU's                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
WEEKLY USE TABLET                                   401                        28                                                                        
                                                    404                        35                                                                        
                                                    406                        35                                                                        
                                                    408                       180                                                                        
                                                    410                        26                                                                        
                                                    412                        44                                                                        
                                                    414                        26                                                                        
                                                    416                        93                                                                        
                                                    619                        94                                                                        
                                                    622                        45                                                                        
                                                    624                        25                                                                        
                                                    626                        23                                                                        
                                                    628                        83                                                                        
                                                    630                        25                                                                        
                                                    632                        74                                                                        
                                                    634                        25                                                                        
                                                    701                        67                                                                        
                                                    704                        25                                                                        
                                                    706                        23                                                                        
                                                    708                        39                                                                        
                                                    710                        14                                                                        
                                                    712                       156                                                                        
                                                    714                        51                                                                        
                                                    716                        26                                                                        
                                                    919                        58                                                                        
                                                    922                        71                                                                        
                                                    924                        53                                                                        
                                                    926                        47                                                                        
                                                    928                        40                                                                        
                                                    930                        87                                                                        
_________________________________________________________________________________________________________________________________________________________
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Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product.                                                               
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.4.2                                                                       
                                                       Summary of the OTU’s from Microbiome Data                                                         
                                                              Intent to Treat Population                                                                 
_________________________________________________________________________________________________________________________________________________________
Treatment                                                 Sample Number           Number of OTU's                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
                                                    932                        30                                                                        
                                                    934                        81                                                                        
                                                   1001                        51                                                                        
                                                   1004                        23                                                                        
                                                   1006                        24                                                                        
                                                   1008                        45                                                                        
                                                   1010                        43                                                                        
                                                   1012                        44                                                                        
                                                   1014                        81                                                                        
                                                   1016                        87                                                                        
                                                   1119                         5                                                                        
                                                   1122                        10                                                                        
                                                   1124                         7                                                                        
                                                   1126                         7                                                                        
                                                   1128                        31                                                                        
                                                   1130                        31                                                                        
                                                   1132                        23                                                                        
                                                   1134                        29                                                                        
                                                   1219                        41                                                                        
                                                   1222                        20                                                                        
                                                   1224                        19                                                                        
                                                   1226                        37                                                                        
                                                   1228                        70                                                                        
                                                   1230                        40                                                                        
                                                   1232                        27                                                                        
                                                   1234                        36                                                                        
                                                   1301                        32                                                                        
                                                   1304                        13                                                                        
                                                   1306                        29                                                                        
                                                   1308                        24                                                                        
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                                                   1310                        28                                                                        
                                                   1312                        65                                                                        
                                                   1314                        30                                                                        
                                                   1316                        49                                                                        
                                                   1401                        14                                                                        
                                                   1404                        18                                                                        
                                                   1406                        15                                                                        
                                                   1408                        29                                                                        
                                                   1410                        20                                                                        
                                                   1412                        41                                                                        
                                                   1414                        13                                                                        
                                                   1416                        12                                                                        
                                                   1519                        17                                                                        
                                                   1522                        18                                                                        
                                                   1524                        19                                                                        
                                                   1526                        19                                                                        
                                                   1528                        22                                                                        
                                                   1530                        28                                                                        
                                                   1532                        30                                                                        
                                                   1534                        40                                                                        
                                                   1619                        49                                                                        
                                                   1622                        27                                                                        
                                                   1624                        35                                                                        
                                                   1626                        38                                                                        
                                                   1628                        57                                                                        
                                                   1630                        48                                                                        
                                                   1632                        22                                                                        
                                                   1634                        26                                                                        
                                                   1701                        44                                                                        
                                                   1704                        31                                                                        
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                                                   1706                        21                                                                        
                                                   1708                        29                                                                        
                                                   1710                        36                                                                        
                                                   1712                        40                                                                        
                                                   1714                        38                                                                        
                                                   1716                        34                                                                        
                                                   1901                        57                                                                        
                                                   1904                        13                                                                        
                                                   1906                        56                                                                        
                                                   1908                        22                                                                        
                                                   1910                        35                                                                        
                                                   1912                        22                                                                        
                                                   1914                        20                                                                        
                                                   1916                        29                                                                        
                                                   2019                        29                                                                        
                                                   2022                        34                                                                        
                                                   2024                        38                                                                        
                                                   2026                        25                                                                        
                                                   2028                        18                                                                        
                                                   2030                        27                                                                        
                                                   2032                        28                                                                        
                                                   2034                        25                                                                        
                                                   2101                        44                                                                        
                                                   2104                        25                                                                        
                                                   2106                        19                                                                        
                                                   2108                        27                                                                        
                                                   2110                        46                                                                        
                                                   2112                        46                                                                        
                                                   2114                        15                                                                        
                                                   2116                        17                                                                        
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                                                   2219                        68                                                                        
                                                   2222                        49                                                                        
                                                   2224                        70                                                                        
                                                   2226                        75                                                                        
                                                   2228                        87                                                                        
                                                   2230                        73                                                                        

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
_________________________________________________________________________________________________________________________________________________________
                                                                                                                                           (Page 5 of 10)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product.                                                               
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          

     
                                          

 

                                     

 

- Table 9.3.4.2.pdf

V
olum

e 1   Page 128 of 346  D
oc Pg 5 of 10

D
ocum

ent V
ersion:1.0,C

U
R

R
EN

T,M
ost-R

ecent,Effective

Page 132 of 351

 

Document Name  

Type Version Document Identifier Effective Date 

    

Reason For Issue  
 

 

 

 

 

 

 

 

 

 

 

 

 

 

15-Dec-2017 15:17:33eldo_controlled 1.0; CURRENT; Most-Recent; Effective

205202 Synopsis

Auto Issue
090032d580dd428c

Page 133 of 442

 

Document Name  

Type Version Document Identifier Effective Date 

    

Reason For Issue  
 

 

 

 

 

 

 

 

 

 

 

 

 

 

gsk-205202-clinical-study-report.pdf

eldo_controlled 0.2; CURRENT; Most-Recent; Reviewed 090032d581229ab2

CCI
CCI

PPD



Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.4.2                                                                       
                                                       Summary of the OTU’s from Microbiome Data                                                         
                                                              Intent to Treat Population                                                                 
_________________________________________________________________________________________________________________________________________________________
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DAILY USE TABLET                                    419                        88                                                                        
                                                    422                        19                                                                        
                                                    424                        41                                                                        
                                                    426                        33                                                                        
                                                    428                        37                                                                        
                                                    430                        78                                                                        
                                                    432                        71                                                                        
                                                    434                        63                                                                        
                                                    601                       245                                                                        
                                                    604                        61                                                                        
                                                    606                        56                                                                        
                                                    608                        44                                                                        
                                                    610                        57                                                                        
                                                    612                        22                                                                        
                                                    614                        20                                                                        
                                                    616                        68                                                                        
                                                    719                        28                                                                        
                                                    722                        57                                                                        
                                                    724                        76                                                                        
                                                    726                       121                                                                        
                                                    728                        24                                                                        
                                                    730                        56                                                                        
                                                    732                        29                                                                        
                                                    734                        96                                                                        
                                                    901                        36                                                                        
                                                    904                        56                                                                        
                                                    906                        24                                                                        
                                                    908                        64                                                                        
                                                    910                        27                                                                        
                                                    912                        51                                                                        
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                                                    914                       161                                                                        
                                                    916                        56                                                                        
                                                   1019                        22                                                                        
                                                   1022                        73                                                                        
                                                   1024                        47                                                                        
                                                   1026                        29                                                                        
                                                   1028                        62                                                                        
                                                   1030                        53                                                                        
                                                   1032                        23                                                                        
                                                   1034                        21                                                                        
                                                   1101                        18                                                                        
                                                   1104                        14                                                                        
                                                   1106                        11                                                                        
                                                   1108                         8                                                                        
                                                   1110                        25                                                                        
                                                   1112                        12                                                                        
                                                   1114                         8                                                                        
                                                   1116                        14                                                                        
                                                   1201                        78                                                                        
                                                   1204                        31                                                                        
                                                   1206                        35                                                                        
                                                   1208                        42                                                                        
                                                   1210                        23                                                                        
                                                   1212                        56                                                                        
                                                   1214                        35                                                                        
                                                   1216                        26                                                                        
                                                   1319                        20                                                                        
                                                   1322                        25                                                                        
                                                   1324                        19                                                                        
                                                   1326                        26                                                                        
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Treatment                                                 Sample Number           Number of OTU's                                                        
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                                                   1328                        23                                                                        
                                                   1330                        22                                                                        
                                                   1332                        36                                                                        
                                                   1334                        41                                                                        
                                                   1419                        36                                                                        
                                                   1422                        22                                                                        
                                                   1424                        37                                                                        
                                                   1426                        22                                                                        
                                                   1428                        22                                                                        
                                                   1430                        25                                                                        
                                                   1432                        25                                                                        
                                                   1434                        29                                                                        
                                                   1501                        30                                                                        
                                                   1504                        24                                                                        
                                                   1506                        45                                                                        
                                                   1508                        36                                                                        
                                                   1510                        32                                                                        
                                                   1512                        58                                                                        
                                                   1514                        34                                                                        
                                                   1516                        20                                                                        
                                                   1601                        22                                                                        
                                                   1604                        25                                                                        
                                                   1606                        40                                                                        
                                                   1608                        60                                                                        
                                                   1610                        43                                                                        
                                                   1612                        37                                                                        
                                                   1614                        29                                                                        
                                                   1616                        31                                                                        
                                                   1719                        42                                                                        
                                                   1722                        25                                                                        
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                                                   1724                        19                                                                        
                                                   1726                        21                                                                        
                                                   1728                        30                                                                        
                                                   1730                        46                                                                        
                                                   1732                        28                                                                        
                                                   1734                        18                                                                        
                                                   1919                        43                                                                        
                                                   1922                        26                                                                        
                                                   1924                        24                                                                        
                                                   1926                        25                                                                        
                                                   1928                        27                                                                        
                                                   1930                        13                                                                        
                                                   1932                        42                                                                        
                                                   1934                        27                                                                        
                                                   2001                        31                                                                        
                                                   2004                        17                                                                        
                                                   2006                        18                                                                        
                                                   2008                        38                                                                        
                                                   2010                        32                                                                        
                                                   2012                        46                                                                        
                                                   2014                        43                                                                        
                                                   2016                        20                                                                        
                                                   2119                        14                                                                        
                                                   2122                        13                                                                        
                                                   2124                        19                                                                        
                                                   2126                        17                                                                        
                                                   2128                        34                                                                        
                                                   2130                        15                                                                        
                                                   2132                        15                                                                        
                                                   2134                        16                                                                        
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.4.2                                                                       
                                                       Summary of the OTU’s from Microbiome Data                                                         
                                                              Intent to Treat Population                                                                 
_________________________________________________________________________________________________________________________________________________________
Treatment                                                 Sample Number           Number of OTU's                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
                                                   2201                        64                                                                        
                                                   2204                        49                                                                        
                                                   2206                        39                                                                        
                                                   2208                        71                                                                        
                                                   2210                        81                                                                        
                                                   2212                        76                                                                        
                                                   2214                        53                                                                        
                                                   2216                        65                                                                        
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.5.1                                                                       
                                                Summary of Subject Assessment Questionnaire (SAQ) Data                                                   
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                                                                   Daily Use Tablet          Weekly Use Tablet           
Day                                      Question                                                      (N=19)                    (N=19)                  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY -1 PRE-PROPHYLAXIS                   HOW CLEAN DOES YOUR DENTURE LOOK (OUTSIDE OF MOUTH)?                                                            
                                             CLEAN                                                      7  (36.8)                10  (52.6)              
                                             FAIRLY CLEAN                                              12  (63.2)                 7  (36.8)              
                                             NOT VERY CLEAN                                             0                         2  (10.5)              
                                             NOT AT ALL CLEAN                                           0                         0                      
                                             DON’T KNOW                                                 0                         0                      
                                             MISSING RESPONSE                                           0                         0                      
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.5.1                                                                       
                                                Summary of Subject Assessment Questionnaire (SAQ) Data                                                   
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                                                                   Daily Use Tablet          Weekly Use Tablet           
Day                                      Question                                                      (N=19)                    (N=19)                  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 7 PRE-TREATMENT                      HOW CLEAN DOES YOUR DENTURE LOOK (OUTSIDE OF MOUTH)?                                                            
                                             CLEAN                                                     11  (57.9)                 3  (15.8)              
                                             FAIRLY CLEAN                                               7  (36.8)                13  (68.4)              
                                             NOT VERY CLEAN                                             1  (5.3)                  2  (10.5)              
                                             NOT AT ALL CLEAN                                           0                         1  (5.3)               
                                             DON’T KNOW                                                 0                         0                      
                                             MISSING RESPONSE                                           0                         0                      
DAY 7 POST-TREATMENT                                                                                                                                     
                                             CLEAN                                                     17  (89.5)                15  (78.9)              
                                             FAIRLY CLEAN                                               2  (10.5)                 3  (15.8)              
                                             NOT VERY CLEAN                                             0                         0                      
                                             NOT AT ALL CLEAN                                           0                         0                      
                                             DON’T KNOW                                                 0                         0                      
                                             MISSING RESPONSE                                           0                         1  (5.3)               
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.5.1                                                                       
                                                Summary of Subject Assessment Questionnaire (SAQ) Data                                                   
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                                                                   Daily Use Tablet          Weekly Use Tablet           
Day                                      Question                                                      (N=19)                    (N=19)                  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY -1 PRE-PROPHYLAXIS                   HOW FRESH DOES YOUR DENTURE FEEL (AFTER PLACING IN                                                              
                                         MOUTH)?                                                                                                         
                                             VERY FRESH                                                 7  (36.8)                11  (57.9)              
                                             FAIRLY FRESH                                               8  (42.1)                 8  (42.1)              
                                             NOT VERY FRESH                                             3  (15.8)                 0                      
                                             NOT AT ALL FRESH                                           0                         0                      
                                             DON’T KNOW                                                 1  (5.3)                  0                      
                                             MISSING RESPONSE                                           0                         0                      
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.5.1                                                                       
                                                Summary of Subject Assessment Questionnaire (SAQ) Data                                                   
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                                                                   Daily Use Tablet          Weekly Use Tablet           
Day                                      Question                                                      (N=19)                    (N=19)                  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 7 PRE-TREATMENT                      HOW FRESH DOES YOUR DENTURE FEEL (AFTER PLACING IN                                                              
                                         MOUTH)?                                                                                                         
                                             VERY FRESH                                                11  (57.9)                 3  (15.8)              
                                             FAIRLY FRESH                                               7  (36.8)                13  (68.4)              
                                             NOT VERY FRESH                                             1  (5.3)                  3  (15.8)              
                                             NOT AT ALL FRESH                                           0                         0                      
                                             DON’T KNOW                                                 0                         0                      
                                             MISSING RESPONSE                                           0                         0                      
DAY 7 POST-TREATMENT                                                                                                                                     
                                             VERY FRESH                                                17  (89.5)                17  (89.5)              
                                             FAIRLY FRESH                                               2  (10.5)                 1  (5.3)               
                                             NOT VERY FRESH                                             0                         0                      
                                             NOT AT ALL FRESH                                           0                         0                      
                                             DON’T KNOW                                                 0                         0                      
                                             MISSING RESPONSE                                           0                         1  (5.3)               
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.5.1                                                                       
                                                Summary of Subject Assessment Questionnaire (SAQ) Data                                                   
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                                                                   Daily Use Tablet          Weekly Use Tablet           
Day                                      Question                                                      (N=19)                    (N=19)                  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY -1 PRE-PROPHYLAXIS                   HOW FRESH DOES YOUR BREATH FEEL (AFTER PLACING IN                                                               
                                         MOUTH)?                                                                                                         
                                             VERY FRESH                                                 4  (21.1)                 5  (26.3)              
                                             FAIRLY FRESH                                               9  (47.4)                 8  (42.1)              
                                             NOT VERY FRESH                                             6  (31.6)                 4  (21.1)              
                                             NOT AT ALL FRESH                                           0                         0                      
                                             DON’T KNOW                                                 0                         2  (10.5)              
                                             MISSING RESPONSE                                           0                         0                      
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.5.1                                                                       
                                                Summary of Subject Assessment Questionnaire (SAQ) Data                                                   
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                                                                   Daily Use Tablet          Weekly Use Tablet           
Day                                      Question                                                      (N=19)                    (N=19)                  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 7 PRE-TREATMENT                      HOW FRESH DOES YOUR BREATH FEEL (AFTER PLACING IN                                                               
                                         MOUTH)?                                                                                                         
                                             VERY FRESH                                                 6  (31.6)                 2  (10.5)              
                                             FAIRLY FRESH                                               9  (47.4)                15  (78.9)              
                                             NOT VERY FRESH                                             2  (10.5)                 2  (10.5)              
                                             NOT AT ALL FRESH                                           1  (5.3)                  0                      
                                             DON’T KNOW                                                 1  (5.3)                  0                      
                                             MISSING RESPONSE                                           0                         0                      
DAY 7 POST-TREATMENT                                                                                                                                     
                                             VERY FRESH                                                12  (63.2)                 8  (42.1)              
                                             FAIRLY FRESH                                               4  (21.1)                 8  (42.1)              
                                             NOT VERY FRESH                                             2  (10.5)                 1  (5.3)               
                                             NOT AT ALL FRESH                                           0                         0                      
                                             DON’T KNOW                                                 1  (5.3)                  1  (5.3)               
                                             MISSING RESPONSE                                           0                         1  (5.3)               
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.5.1                                                                       
                                                Summary of Subject Assessment Questionnaire (SAQ) Data                                                   
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                                                                   Daily Use Tablet          Weekly Use Tablet           
Day                                      Question                                                      (N=19)                    (N=19)                  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY -1 PRE-PROPHYLAXIS                   HOW CLEAN DOES YOUR DENTURE FEEL (RUNNING THE TONGUE)?                                                          
                                             CLEAN                                                     10  (52.6)                10  (52.6)              
                                             FAIRLY CLEAN                                               6  (31.6)                 7  (36.8)              
                                             NOT VERY CLEAN                                             3  (15.8)                 2  (10.5)              
                                             NOT AT ALL CLEAN                                           0                         0                      
                                             DON’T KNOW                                                 0                         0                      
                                             MISSING RESPONSE                                           0                         0                      

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 7 of 8)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product.                                                               
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
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Protocol: 205202                                                                                                              Program Run Date: 30NOV2017
                                                                     Table 9.3.5.1                                                                       
                                                Summary of Subject Assessment Questionnaire (SAQ) Data                                                   
                                                              Intent to Treat Population                                                                 
Study Population: ITT (N=19)                                                                                                                             
_________________________________________________________________________________________________________________________________________________________
                                                                                                   Daily Use Tablet          Weekly Use Tablet           
Day                                      Question                                                      (N=19)                    (N=19)                  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
DAY 7 PRE-TREATMENT                      HOW CLEAN DOES YOUR DENTURE FEEL (RUNNING THE TONGUE)?                                                          
                                             CLEAN                                                     12  (63.2)                 5  (26.3)              
                                             FAIRLY CLEAN                                               6  (31.6)                12  (63.2)              
                                             NOT VERY CLEAN                                             1  (5.3)                  1  (5.3)               
                                             NOT AT ALL CLEAN                                           0                         1  (5.3)               
                                             DON’T KNOW                                                 0                         0                      
                                             MISSING RESPONSE                                           0                         0                      
DAY 7 POST-TREATMENT                                                                                                                                     
                                             CLEAN                                                     18  (94.7)                16  (84.2)              
                                             FAIRLY CLEAN                                               1  (5.3)                  2  (10.5)              
                                             NOT VERY CLEAN                                             0                         0                      
                                             NOT AT ALL CLEAN                                           0                         0                      
                                             DON’T KNOW                                                 0                         0                      
                                             MISSING RESPONSE                                           0                         1  (5.3)               

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 8 of 8)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product.                                                               
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product.                                                          
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                      Table 9.4.1                                                                        
                                                                Listing of Adverse Events                                                                
                                                                    Safety Population                                                                    

     
Treatment Group: Daily Use Tablet                                                                                                                        
_________________________________________________________________________________________________________________________________________________________
                      Adverse Event                 Start Date                         Frequency/     Related  Action Taken                         With-
Subject  Sex/         (Preferred Term)              (Study Day) Start              End Intensity      to Study re Study                       Ser-  drew?
Number   Age/Race[1]  [System Organ Class]          [2]          Time   End Date  Time [3]            Product? Product          Outcome       ous?  [4]  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

    EXACERBATION OF DIVERTICULITI 23:59 INT/MILD       NO       DOSE NOT CHANGED RECOVERED     NO    NO   
    S                                                                            /RESOLVED                
    (DIVERTICULITIS)                                                                                      
    [INFECTIONS AND INFESTATIONS]                                                                         

    SMALL CUTS INSIDE NOSE        23:59 INT/MILD       NO       DOSE NOT CHANGED RECOVERED     NO    NO   
    (LACERATION)                                                                 /RESOLVED                
    [INJURY, POISONING AND                                                                                

                      PROCEDURAL COMPLICATIONS]                                                                             

                      BUCCAL MUCOSA: PINPOINT ERYTH 23:59 INT/MILD       NO       DOSE NOT CHANGED RECOVERED     NO    NO   
                      EMA MILD MID BUCCAL APPEARNCE                                                /RESOLVED                
                       OF DENTURE TRAUMA@@                                                                                  
                      (INJURY ASSOCIATED WITH DEVIC                                                                                                      
                      E)                                                                                                                                 
                      [GENERAL DISORDERS AND                                                                                                             
                      ADMINISTRATION SITE                                                                                                                
                      CONDITIONS]                                                                                                                        

     
     

                                                                                                                                                         
_________________________________________________________________________________________________________________________________________________________
                                                                                                                                           (Page 1 of 11)
@@ Adverse Events with verbatim text ending in this are designated as Oral AEs                                                                           
[1] Age in years; Sex: F = Female, M = Male ; Race: A = Asian, B = Black or African American, I = American Indian or Alaska Native,                      
    H = Native Hawaiian or Other Pacific Islander, W = White, M = Multiple.                                                                              
[2] Study day is the day relative to start of treatment, day 1 being the day of first treatment.                                                         
[3] INT = Intermittent and SGLE = Single.                                                                                                                
[4] Did subject withdraw from study as a result of this adverse event?                                                                                   
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                      Table 9.4.1                                                                        
                                                                Listing of Adverse Events                                                                
                                                                    Safety Population                                                                    

     
Treatment Group: Daily Use Tablet                                                                                                                        
_________________________________________________________________________________________________________________________________________________________
                      Adverse Event                 Start Date                         Frequency/     Related  Action Taken                         With-
Subject  Sex/         (Preferred Term)              (Study Day) Start              End Intensity      to Study re Study                       Ser-  drew?
Number   Age/Race[1]  [System Organ Class]          [2]          Time   End Date  Time [3]            Product? Product          Outcome       ous?  [4]  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

     
    TONGUE: ULCER 7MM DIAMETER, V  12:45 SGLE/MILD      NO       DOSE NOT CHANGED RECOVERED     NO    NO   
    ENTRAL SURFACE OF TONGUE, COR                                                 /RESOLVED                
    RESPONDS WITH HISTORY OF TRAU                                                                          
    MA@@                                                                                                  
    (TRAUMATIC ULCER)                                                                                     
    [INJURY, POISONING AND                                                                                
    PROCEDURAL COMPLICATIONS]                                                                             

 
    ABRASION RIGHT FLOOR OF MOUTH  11:55 SGLE/MILD      NO       DOSE NOT CHANGED RECOVERED     NO    NO   
    , MILD, POSTERIOR AND DISTAL                                                 /RESOLVED                
    TO SUBLINGUAL DUCT ORIFICE ?D                                                                          
    ENTURE TRAUMA@@                                                                                       
    (INJURY ASSOCIATED WITH DEVIC                                                                          
    E)                                                                                                    

                      [GENERAL DISORDERS AND                                                                                
                      ADMINISTRATION SITE                                                                                   
                      CONDITIONS]                                                                                           

 
                      NAUSEA                        14:00 SGLE/MILD      NO       DOSE NOT CHANGED RECOVERED     NO    NO   
                      (NAUSEA)                                                                     /RESOLVED                
                      [GASTROINTESTINAL DISORDERS]                                                                           
_________________________________________________________________________________________________________________________________________________________
                                                                                                                                           (Page 2 of 11)
@@ Adverse Events with verbatim text ending in this are designated as Oral AEs                                                                           
[1] Age in years; Sex: F = Female, M = Male ; Race: A = Asian, B = Black or African American, I = American Indian or Alaska Native,                      
    H = Native Hawaiian or Other Pacific Islander, W = White, M = Multiple.                                                                              
[2] Study day is the day relative to start of treatment, day 1 being the day of first treatment.                                                         
[3] INT = Intermittent and SGLE = Single.                                                                                                                
[4] Did subject withdraw from study as a result of this adverse event?                                                                                   
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                      Table 9.4.1                                                                        
                                                                Listing of Adverse Events                                                                
                                                                    Safety Population                                                                    

     
Treatment Group: Daily Use Tablet                                                                                                                        
_________________________________________________________________________________________________________________________________________________________
                      Adverse Event                 Start Date                         Frequency/     Related  Action Taken                         With-
Subject  Sex/         (Preferred Term)              (Study Day) Start              End Intensity      to Study re Study                       Ser-  drew?
Number   Age/Race[1]  [System Organ Class]          [2]          Time   End Date  Time [3]            Product? Product          Outcome       ous?  [4]  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

 
  MAXILLARY SOFT PALLATE ERYTHE  23:59 SGLE/MILD      NO       DOSE NOT CHANGED RECOVERED     NO    NO   
  MA 1MM DIAMETER APPEARANCE OF                                                 /RESOLVED                
   TRAUMA@@                                                                                              
  (INJURY ASSOCIATED WITH DEVIC                                                                          
  E)                                                                                                     
  [GENERAL DISORDERS AND                                                                                 
  ADMINISTRATION SITE                                                                                    
  CONDITIONS]                                                                                            

 
  LABIAL MUCOSA, RIGHT, ABRASIO        SGLE/MILD      NO       DOSE NOT CHANGED NOT RECOVERED NO    NO   
  N ?TRAUMA FROM BITING@@                                                       /NOT RESOLVED            
  (LIP INJURY)                                                                                           

   [INJURY, POISONING AND                                                                                 
                      PROCEDURAL COMPLICATIONS]                                                                                                          

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                           (Page 3 of 11)
@@ Adverse Events with verbatim text ending in this are designated as Oral AEs                                                                           
[1] Age in years; Sex: F = Female, M = Male ; Race: A = Asian, B = Black or African American, I = American Indian or Alaska Native,                      
    H = Native Hawaiian or Other Pacific Islander, W = White, M = Multiple.                                                                              
[2] Study day is the day relative to start of treatment, day 1 being the day of first treatment.                                                         
[3] INT = Intermittent and SGLE = Single.                                                                                                                
[4] Did subject withdraw from study as a result of this adverse event?                                                                                   
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                      Table 9.4.1                                                                        
                                                                Listing of Adverse Events                                                                
                                                                    Safety Population                                                                    

     
Treatment Group: Daily Use Tablet                                                                                                                        
_________________________________________________________________________________________________________________________________________________________
                      Adverse Event                 Start Date                         Frequency/     Related  Action Taken                         With-
Subject  Sex/         (Preferred Term)              (Study Day) Start              End Intensity      to Study re Study                       Ser-  drew?
Number   Age/Race[1]  [System Organ Class]          [2]          Time   End Date  Time [3]            Product? Product          Outcome       ous?  [4]  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

    MANDIBULAR EDENTULOUS GINGIVA  9:27 SGLE/MILD      NO       DOSE NOT CHANGED RECOVERED     NO    NO   
    L MUCOSA , SMALL CUT, TRAUMA                                                /RESOLVED                
    ON REMOVAL OF DENTURE@@                                                                              
    (INJURY ASSOCIATED WITH DEVIC                                                                         
    E)                                                                                                   
    [GENERAL DISORDERS AND                                                                               
    ADMINISTRATION SITE                                                                                  
    CONDITIONS]                                                                                          

    ERYTHEMA 6-7MM DIAMETRE FLOOR 23:59 SGLE/MILD      NO       DOSE NOT CHANGED RECOVERED     NO    NO   
     OF MOUTH@@                                                                 /RESOLVED                
    (ORAL MUCOSAL ERYTHEMA)                                                                              
    [GASTROINTESTINAL DISORDERS]                                                                         

                      SWELLING 6-7MM DIAMETRE FLOOR 23:59 SGLE/MILD      NO       DOSE NOT CHANGED RECOVERED     NO    NO   
                       OF MOUTH@@                                                                 /RESOLVED                
                      (OEDEMA MOUTH)                                                                                       
                      [GASTROINTESTINAL DISORDERS]                                                                                                       

     
     

                                                                                                                                                         
_________________________________________________________________________________________________________________________________________________________
                                                                                                                                           (Page 4 of 11)
@@ Adverse Events with verbatim text ending in this are designated as Oral AEs                                                                           
[1] Age in years; Sex: F = Female, M = Male ; Race: A = Asian, B = Black or African American, I = American Indian or Alaska Native,                      
    H = Native Hawaiian or Other Pacific Islander, W = White, M = Multiple.                                                                              
[2] Study day is the day relative to start of treatment, day 1 being the day of first treatment.                                                         
[3] INT = Intermittent and SGLE = Single.                                                                                                                
[4] Did subject withdraw from study as a result of this adverse event?                                                                                   
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                      Table 9.4.1                                                                        
                                                                Listing of Adverse Events                                                                
                                                                    Safety Population                                                                    

     
Treatment Group: Daily Use Tablet                                                                                                                        
_________________________________________________________________________________________________________________________________________________________
                      Adverse Event                 Start Date                         Frequency/     Related  Action Taken                         With-
Subject  Sex/         (Preferred Term)              (Study Day) Start              End Intensity      to Study re Study                       Ser-  drew?
Number   Age/Race[1]  [System Organ Class]          [2]          Time   End Date  Time [3]            Product? Product          Outcome       ous?  [4]  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

    GINGIVAL MUCOSA, SLIGHT ABRAS 10:34 SGLE/MILD      NO       DOSE NOT CHANGED RECOVERED     NO    NO   
    ION LOCALISED 5MM DUE TO DENT                                                /RESOLVED                
    AL IMPRESSION TRAUMA RIGHT AN                                                                         
    D LEFT@@                                                                                             
    (POST PROCEDURAL COMPLICATION                                                                         
    )                                                                                                    
    [INJURY, POISONING AND                                                                               
    PROCEDURAL COMPLICATIONS]                                                                            

    WHITE DEBRIS ON TONGUE@@     13:23 SGLE/MILD      NO       DOSE NOT CHANGED RECOVERED     NO    NO   
    (TONGUE COATED)                                                             /RESOLVED                
    [GASTROINTESTINAL DISORDERS]                                                                         

    PAIN IN LEFT KNEE            23:59 INT/MODERATE   NO       DOSE NOT CHANGED RECOVERED     NO    NO   
                      (ARTHRALGIA)                                                                /RESOLVED                
                      [MUSCULOSKELETAL AND                                                        WITH SEQUELAE            
                      CONNECTIVE TISSUE DISORDERS]                                                                                                       

     
     

                                                                                                                                                         
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                           (Page 5 of 11)
@@ Adverse Events with verbatim text ending in this are designated as Oral AEs                                                                           
[1] Age in years; Sex: F = Female, M = Male ; Race: A = Asian, B = Black or African American, I = American Indian or Alaska Native,                      
    H = Native Hawaiian or Other Pacific Islander, W = White, M = Multiple.                                                                              
[2] Study day is the day relative to start of treatment, day 1 being the day of first treatment.                                                         
[3] INT = Intermittent and SGLE = Single.                                                                                                                
[4] Did subject withdraw from study as a result of this adverse event?                                                                                   
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                      Table 9.4.1                                                                        
                                                                Listing of Adverse Events                                                                
                                                                    Safety Population                                                                    

     
Treatment Group: Weekly Use Tablet                                                                                                                       
_________________________________________________________________________________________________________________________________________________________
                      Adverse Event                 Start Date                         Frequency/     Related  Action Taken                         With-
Subject  Sex/         (Preferred Term)              (Study Day) Start              End Intensity      to Study re Study                       Ser-  drew?
Number   Age/Race[1]  [System Organ Class]          [2]          Time   End Date  Time [3]            Product? Product          Outcome       ous?  [4]  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

 
  HERPETIC LESION LOWER LEFT LI 23:59 SGLE/MILD      NO       DOSE NOT CHANGED RECOVERED     NO    NO   
  P@@                                                                         /RESOLVED                
  (ORAL HERPES)                                                                                        
  [INFECTIONS AND INFESTATIONS]                                                                         

  INCREASED REDNESS IN MANDIBUL 23:59 INT/MILD       NO       DOSE NOT CHANGED RECOVERED     NO    NO   
  AR MUCOGINGIVAL FOLD REGION@@                                                /RESOLVED                
  (ORAL MUCOSAL ERYTHEMA)                                                                              
  [GASTROINTESTINAL DISORDERS]                                                                         

                      EXACERBATION OF CHRONIC FATIG 23:59 INT/MILD       NO       DOSE NOT CHANGED RECOVERED     NO    NO   
                      UE SYNDROME                                                                 /RESOLVED                
                      (CHRONIC FATIGUE SYNDROME)                                                                           
                      [GENERAL DISORDERS AND                                                                                                             
                      ADMINISTRATION SITE                                                                                                                
                      CONDITIONS]                                                                                                                        

     
     

                                                                                                                                                         
     
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                           (Page 6 of 11)
@@ Adverse Events with verbatim text ending in this are designated as Oral AEs                                                                           
[1] Age in years; Sex: F = Female, M = Male ; Race: A = Asian, B = Black or African American, I = American Indian or Alaska Native,                      
    H = Native Hawaiian or Other Pacific Islander, W = White, M = Multiple.                                                                              
[2] Study day is the day relative to start of treatment, day 1 being the day of first treatment.                                                         
[3] INT = Intermittent and SGLE = Single.                                                                                                                
[4] Did subject withdraw from study as a result of this adverse event?                                                                                   
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                      Table 9.4.1                                                                        
                                                                Listing of Adverse Events                                                                
                                                                    Safety Population                                                                    

     
Treatment Group: Weekly Use Tablet                                                                                                                       
_________________________________________________________________________________________________________________________________________________________
                      Adverse Event                 Start Date                         Frequency/     Related  Action Taken                         With-
Subject  Sex/         (Preferred Term)              (Study Day) Start              End Intensity      to Study re Study                       Ser-  drew?
Number   Age/Race[1]  [System Organ Class]          [2]          Time   End Date  Time [3]            Product? Product          Outcome       ous?  [4]  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

 
   ERYTHEMA ABRASION 3MM DIAMETE 23:59 INT/MILD       NO       DOSE NOT CHANGED RECOVERED     NO    NO   
   R DENTURE TRAUMA IN SUB LINGU                                                /RESOLVED                
   AL AREA@@                                                                                            
   (INJURY ASSOCIATED WITH DEVIC                                                                         
    E)                                                                                                   

                      [GENERAL DISORDERS AND                                                                               
                      ADMINISTRATION SITE                                                                                  
                      CONDITIONS]                                                                                          

                      MANDIBULAR MUCOGINGIVAL FOLD 23:59 SGLE/MILD      NO       DOSE NOT CHANGED RECOVERED     NO    NO   
                      NEW AREA OF ABRASION 42 REGIO                                                /RESOLVED                
                      N, 1MM IN DIAMETER,DUE TO DEN                                                                         
                      TURE TRAUMA@@                                                                                         
                      (INJURY ASSOCIATED WITH DEVIC                                                                                                      
                      E)                                                                                                                                 
                      [GENERAL DISORDERS AND                                                                                                             
                      ADMINISTRATION SITE                                                                                                                
                      CONDITIONS]                                                                                                                        

     
     

                                                                                                                                                         
_________________________________________________________________________________________________________________________________________________________
                                                                                                                                           (Page 7 of 11)
@@ Adverse Events with verbatim text ending in this are designated as Oral AEs                                                                           
[1] Age in years; Sex: F = Female, M = Male ; Race: A = Asian, B = Black or African American, I = American Indian or Alaska Native,                      
    H = Native Hawaiian or Other Pacific Islander, W = White, M = Multiple.                                                                              
[2] Study day is the day relative to start of treatment, day 1 being the day of first treatment.                                                         
[3] INT = Intermittent and SGLE = Single.                                                                                                                
[4] Did subject withdraw from study as a result of this adverse event?                                                                                   
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                      Table 9.4.1                                                                        
                                                                Listing of Adverse Events                                                                
                                                                    Safety Population                                                                    

     
Treatment Group: Weekly Use Tablet                                                                                                                       
_________________________________________________________________________________________________________________________________________________________
                      Adverse Event                 Start Date                         Frequency/     Related  Action Taken                         With-
Subject  Sex/         (Preferred Term)              (Study Day) Start              End Intensity      to Study re Study                       Ser-  drew?
Number   Age/Race[1]  [System Organ Class]          [2]          Time   End Date  Time [3]            Product? Product          Outcome       ous?  [4]  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

 
    BUCCAL MUCOSA: VASCULAR LESIO 23:59 INT/MILD       NO       DOSE NOT CHANGED RECOVERED     NO    NO   
    N 3MM IN DIAMETER OVERLYING E                                                /RESOLVED                
    XTERNAL OBLIQUE RIDGE@@                                                                              
    (STOMATITIS)                                                                                         
    [GASTROINTESTINAL DISORDERS]                                                                         

    HARD PALLATE, ABRASION 2MM DI 23:59 SGLE/MILD      NO       DOSE NOT CHANGED RECOVERED     NO    NO   
    AMETER PALLATAL VAULT 25 REGI                                                /RESOLVED                
    ON, DUE TO DENTURE TRAUMA@@                                                                          
    (INJURY ASSOCIATED WITH DEVIC                                                                          

                      E)                                                                                                                                 
                      [GENERAL DISORDERS AND                                                                                                             
                      ADMINISTRATION SITE                                                                                                                
                      CONDITIONS]                                                                                                                        

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                           (Page 8 of 11)
@@ Adverse Events with verbatim text ending in this are designated as Oral AEs                                                                           
[1] Age in years; Sex: F = Female, M = Male ; Race: A = Asian, B = Black or African American, I = American Indian or Alaska Native,                      
    H = Native Hawaiian or Other Pacific Islander, W = White, M = Multiple.                                                                              
[2] Study day is the day relative to start of treatment, day 1 being the day of first treatment.                                                         
[3] INT = Intermittent and SGLE = Single.                                                                                                                
[4] Did subject withdraw from study as a result of this adverse event?                                                                                   
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                      Table 9.4.1                                                                        
                                                                Listing of Adverse Events                                                                
                                                                    Safety Population                                                                    

     
Treatment Group: Weekly Use Tablet                                                                                                                       
_________________________________________________________________________________________________________________________________________________________
                      Adverse Event                 Start Date                         Frequency/     Related  Action Taken                         With-
Subject  Sex/         (Preferred Term)              (Study Day) Start              End Intensity      to Study re Study                       Ser-  drew?
Number   Age/Race[1]  [System Organ Class]          [2]          Time   End Date  Time [3]            Product? Product          Outcome       ous?  [4]  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

    MANDIBULAR EDENTULOUS GINGIVA 23:59 SGLE/MILD      NO       DOSE NOT CHANGED RECOVERED     NO    NO   
    L MUCOSA LOWER RIGHT ERYTHEMA                                                /RESOLVED                
     LOCALISED 4MM DIAMETER DENTU                                                                         
    RE TRAUMA@@                                                                                          
    (INJURY ASSOCIATED WITH DEVIC                                                                         
    E)                                                                                                   
    [GENERAL DISORDERS AND                                                                               
    ADMINISTRATION SITE                                                                                  
    CONDITIONS]                                                                                          

    TRAUMA LOCALISED 2MM DIAMETER 23:59 SGLE/MILD      NO       DOSE NOT CHANGED RECOVERED     NO    NO   
     IMPRESSION CHEEK BITING@@                                                  /RESOLVED                
    (MOUTH INJURY)                                                                                       
    [INJURY, POISONING AND                                                                               
    PROCEDURAL COMPLICATIONS]                                                                            

    SORE EYES                    23:59 SGLE/MILD      NO       DOSE NOT CHANGED RECOVERED     NO    NO   
    (EYE PAIN)                                                                  /RESOLVED                
    [EYE DISORDERS]                                                                                                                    

     
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                           (Page 9 of 11)
@@ Adverse Events with verbatim text ending in this are designated as Oral AEs                                                                           
[1] Age in years; Sex: F = Female, M = Male ; Race: A = Asian, B = Black or African American, I = American Indian or Alaska Native,                      
    H = Native Hawaiian or Other Pacific Islander, W = White, M = Multiple.                                                                              
[2] Study day is the day relative to start of treatment, day 1 being the day of first treatment.                                                         
[3] INT = Intermittent and SGLE = Single.                                                                                                                
[4] Did subject withdraw from study as a result of this adverse event?                                                                                   
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                      Table 9.4.1                                                                        
                                                                Listing of Adverse Events                                                                
                                                                    Safety Population                                                                    

     
Treatment Group: Weekly Use Tablet                                                                                                                       
_________________________________________________________________________________________________________________________________________________________
                      Adverse Event                 Start Date                         Frequency/     Related  Action Taken                         With-
Subject  Sex/         (Preferred Term)              (Study Day) Start              End Intensity      to Study re Study                       Ser-  drew?
Number   Age/Race[1]  [System Organ Class]          [2]          Time   End Date  Time [3]            Product? Product          Outcome       ous?  [4]  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

   MAXILLARY SOFT PALATE 2MM BLO 11:20 SGLE/MILD      NO       DOSE NOT CHANGED RECOVERED     NO    NO   
   OD PETECHIAE@@                                                              /RESOLVED                
   (MOUTH HAEMORRHAGE)                                                                                  
   [GASTROINTESTINAL DISORDERS]                                                                         

   MAXILLARY SOFT PALLATE MOUTH 11:20 SGLE/MILD      NO       DOSE NOT CHANGED RECOVERED     NO    NO   
   INJURY PATIENT REPORTS HISTOR                                                /RESOLVED                
   Y OF EATING HARD FOODS@@                                                                             
   (MOUTH INJURY)                                                                                       
   [INJURY, POISONING AND                                                                               
   PROCEDURAL COMPLICATIONS]                                                                            

   PAIN ON LEFT SIDE OF NECK    23:59 SGLE/MILD      NO       DOSE NOT CHANGED RECOVERED     NO    NO   
   (NECK PAIN)                                                                 /RESOLVED                
   [MUSCULOSKELETAL AND                                                                                 
   CONNECTIVE TISSUE DISORDERS]                                                                                                       

     
     

                                                                                                                                                         
     
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                          (Page 10 of 11)
@@ Adverse Events with verbatim text ending in this are designated as Oral AEs                                                                           
[1] Age in years; Sex: F = Female, M = Male ; Race: A = Asian, B = Black or African American, I = American Indian or Alaska Native,                      
    H = Native Hawaiian or Other Pacific Islander, W = White, M = Multiple.                                                                              
[2] Study day is the day relative to start of treatment, day 1 being the day of first treatment.                                                         
[3] INT = Intermittent and SGLE = Single.                                                                                                                
[4] Did subject withdraw from study as a result of this adverse event?                                                                                   
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                      Table 9.4.1                                                                        
                                                                Listing of Adverse Events                                                                
                                                                    Safety Population                                                                    

     
Treatment Group: Weekly Use Tablet                                                                                                                       
_________________________________________________________________________________________________________________________________________________________
                      Adverse Event                 Start Date                         Frequency/     Related  Action Taken                         With-
Subject  Sex/         (Preferred Term)              (Study Day) Start              End Intensity      to Study re Study                       Ser-  drew?
Number   Age/Race[1]  [System Organ Class]          [2]          Time   End Date  Time [3]            Product? Product          Outcome       ous?  [4]  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

   MAXILLARY HARD PALATE- FOUR W 23:59 SGLE/MILD      NO       DOSE NOT CHANGED RECOVERED     NO    NO   
   HITE PATCHES 2MM DIAMETER EAC                                                /RESOLVED                
   H, ADJACENT TO EACH OTHER IN                                                                          

                      HORSESHOE PAT@@                                                                                                                    
                      (MOUTH INJURY)                                                                                                                     
                      [INJURY, POISONING AND                                                                                                             
                      PROCEDURAL COMPLICATIONS]                                                                                                          

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                          (Page 11 of 11)
@@ Adverse Events with verbatim text ending in this are designated as Oral AEs                                                                           
[1] Age in years; Sex: F = Female, M = Male ; Race: A = Asian, B = Black or African American, I = American Indian or Alaska Native,                      
    H = Native Hawaiian or Other Pacific Islander, W = White, M = Multiple.                                                                              
[2] Study day is the day relative to start of treatment, day 1 being the day of first treatment.                                                         
[3] INT = Intermittent and SGLE = Single.                                                                                                                
[4] Did subject withdraw from study as a result of this adverse event?                                                                                   
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                       Table 9.4.2                                                                       
                                                            Treatment Emergent Adverse Events                                                            
                                                                    Safety Population                                                                    

     
Study Population: Safety (N=19)                                                                                                                          
________________________________________________________________________________________________________________________________________________________ 
                                            Daily Use Tablet     Weekly Use Tablet          Overall                                                      
                                                 (N=19)                (N=19)                (N=19)                                                      
                                          ____________________  ____________________  ____________________                                               
Oral/Non-Oral and Preferred Term            n    (%)    nAE       n    (%)    nAE       n    (%)    nAE                                                  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 

     
NUMBER OF SUBJECTS WITH AT LEAST ONE AE     8 ( 42.1)   14        8 ( 42.1)   14       13 ( 68.4)   28                                                   
NUMBER OF SUBJECTS WITH NO AE              11 ( 57.9)            11 ( 57.9)             6 ( 31.6)                                                        

     
ORAL                                        7 ( 36.8)   10        7 ( 36.8)   11       12 ( 63.2)   21                                                   
  INJURY ASSOCIATED WITH DEVICE             4 ( 21.1)    4        3 ( 15.8)    4        6 ( 31.6)    8                                                   
  LIP INJURY                                1 (  5.3)    1        0            0        1 (  5.3)    1                                                   
  OEDEMA MOUTH                              1 (  5.3)    1        0            0        1 (  5.3)    1                                                   
  ORAL MUCOSAL ERYTHEMA                     1 (  5.3)    1        1 (  5.3)    1        2 ( 10.5)    2                                                   
  POST PROCEDURAL COMPLICATION              1 (  5.3)    1        0            0        1 (  5.3)    1                                                   
  TONGUE COATED                             1 (  5.3)    1        0            0        1 (  5.3)    1                                                   
  TRAUMATIC ULCER                           1 (  5.3)    1        0            0        1 (  5.3)    1                                                   
  MOUTH HAEMORRHAGE                         0            0        1 (  5.3)    1        1 (  5.3)    1                                                   
  MOUTH INJURY                              0            0        3 ( 15.8)    3        3 ( 15.8)    3                                                   
  ORAL HERPES                               0            0        1 (  5.3)    1        1 (  5.3)    1                                                   
  STOMATITIS                                0            0        1 (  5.3)    1        1 (  5.3)    1                                                   

     
NON ORAL                                    4 ( 21.1)    4        3 ( 15.8)    3        6 ( 31.6)    7                                                   
  ARTHRALGIA                                1 (  5.3)    1        0            0        1 (  5.3)    1                                                   
  DIVERTICULITIS                            1 (  5.3)    1        0            0        1 (  5.3)    1                                                   
  LACERATION                                1 (  5.3)    1        0            0        1 (  5.3)    1                                                   
  NAUSEA                                    1 (  5.3)    1        0            0        1 (  5.3)    1                                                   
  CHRONIC FATIGUE SYNDROME                  0            0        1 (  5.3)    1        1 (  5.3)    1                                                   
  EYE PAIN                                  0            0        1 (  5.3)    1        1 (  5.3)    1                                                   
  NECK PAIN                                 0            0        1 (  5.3)    1        1 (  5.3)    1                                                   

     
_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 1 of 1)
n (%) = Number (percent) of subjects        nAE = Number of adverse events.                                                                              
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                       Table 9.4.3                                                                       
                                                   Treatment Emergent Treatment Related Adverse Events                                                   
                                                                    Safety Population                                                                    

     
Oral/Non-Oral and Preferred Term                                                                                                                         
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     

                                           ******* No Treatment Emergent Treatment Related AEs Exist *******                                             
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 1 of 1)
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                       Table 9.4.4                                                                       
                                                            Treatment Emergent Adverse Events                                                            
                                                                    Safety Population                                                                    

     
Study Population: Safety (N=19)                                                                                                                          
________________________________________________________________________________________________________________________________________________________ 
                                            Daily Use Tablet     Weekly Use Tablet          Overall                                                      
                                                 (N=19)                (N=19)                (N=19)                                                      
                                          ____________________  ____________________  ____________________                                               
SOC and Preferred Term                      n    (%)    nAE       n    (%)    nAE       n    (%)    nAE                                                  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 

     
NUMBER OF SUBJECTS WITH AT LEAST ONE AE     8 ( 42.1)   14        8 ( 42.1)   14       13 ( 68.4)   28                                                   
NUMBER OF SUBJECTS WITH NO AE              11 ( 57.9)            11 ( 57.9)             6 ( 31.6)                                                        

     
GASTROINTESTINAL DISORDERS                  3 ( 15.8)    4        3 ( 15.8)    3        6 ( 31.6)    7                                                   
  NAUSEA                                    1 (  5.3)    1        0            0        1 (  5.3)    1                                                   
  OEDEMA MOUTH                              1 (  5.3)    1        0            0        1 (  5.3)    1                                                   
  ORAL MUCOSAL ERYTHEMA                     1 (  5.3)    1        1 (  5.3)    1        2 ( 10.5)    2                                                   
  TONGUE COATED                             1 (  5.3)    1        0            0        1 (  5.3)    1                                                   
  MOUTH HAEMORRHAGE                         0            0        1 (  5.3)    1        1 (  5.3)    1                                                   
  STOMATITIS                                0            0        1 (  5.3)    1        1 (  5.3)    1                                                   

     
GENERAL DISORDERS AND ADMINISTRATION        4 ( 21.1)    4        4 ( 21.1)    5        7 ( 36.8)    9                                                   
SITE CONDITIONS                                                                                                                                          
  INJURY ASSOCIATED WITH DEVICE             4 ( 21.1)    4        3 ( 15.8)    4        6 ( 31.6)    8                                                   
  CHRONIC FATIGUE SYNDROME                  0            0        1 (  5.3)    1        1 (  5.3)    1                                                   

     
INJURY, POISONING AND PROCEDURAL            4 ( 21.1)    4        3 ( 15.8)    3        7 ( 36.8)    7                                                   
COMPLICATIONS                                                                                                                                            
  LACERATION                                1 (  5.3)    1        0            0        1 (  5.3)    1                                                   
  LIP INJURY                                1 (  5.3)    1        0            0        1 (  5.3)    1                                                   
  POST PROCEDURAL COMPLICATION              1 (  5.3)    1        0            0        1 (  5.3)    1                                                   
  TRAUMATIC ULCER                           1 (  5.3)    1        0            0        1 (  5.3)    1                                                   
  MOUTH INJURY                              0            0        3 ( 15.8)    3        3 ( 15.8)    3                                                   

     
INFECTIONS AND INFESTATIONS                 1 (  5.3)    1        1 (  5.3)    1        2 ( 10.5)    2                                                   
_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 1 of 2)
n (%) = Number (percent) of subjects        nAE = Number of adverse events.                                                                              
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                       Table 9.4.4                                                                       
                                                            Treatment Emergent Adverse Events                                                            
                                                                    Safety Population                                                                    

     
Study Population: Safety (N=19)                                                                                                                          
________________________________________________________________________________________________________________________________________________________ 
                                            Daily Use Tablet     Weekly Use Tablet          Overall                                                      
                                                 (N=19)                (N=19)                (N=19)                                                      
                                          ____________________  ____________________  ____________________                                               
SOC and Preferred Term                      n    (%)    nAE       n    (%)    nAE       n    (%)    nAE                                                  
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 

     
  DIVERTICULITIS                            1 (  5.3)    1        0            0        1 (  5.3)    1                                                   
  ORAL HERPES                               0            0        1 (  5.3)    1        1 (  5.3)    1                                                   

     
MUSCULOSKELETAL AND CONNECTIVE TISSUE       1 (  5.3)    1        1 (  5.3)    1        2 ( 10.5)    2                                                   
DISORDERS                                                                                                                                                
  ARTHRALGIA                                1 (  5.3)    1        0            0        1 (  5.3)    1                                                   
  NECK PAIN                                 0            0        1 (  5.3)    1        1 (  5.3)    1                                                   

     
EYE DISORDERS                               0            0        1 (  5.3)    1        1 (  5.3)    1                                                   
  EYE PAIN                                  0            0        1 (  5.3)    1        1 (  5.3)    1                                                   

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 2 of 2)
n (%) = Number (percent) of subjects        nAE = Number of adverse events.                                                                              
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                      Table 9.4.5                                                                        
                                                           Listing of Serious Adverse Events                                                             
                                                                   Safety Population                                                                     
_________________________________________________________________________________________________________________________________________________________

     
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                          THERE WERE NO SERIOUS ADVERSE EVENTS                                                           
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 1 of 1)
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                      Table 9.4.6                                                                        
                                                                 Listing of Incidents                                                                    
                                                                   Safety Population                                                                     
_________________________________________________________________________________________________________________________________________________________

     
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ 

     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                          THERE WERE NO INCIDENTS WITH THE MEDICAL DEVICE WERE REPORTED IN THIS STUDY                                    
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 1 of 1)
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                    Data Listing 2.1                                                                     
                                                                 Randomisation Details                                                                   

     
Study Population: Safety (N=19)                                                                                                                          
_________________________________________________________________________________________________________________________________________________________
Subject                            Treatment                            Randomisation                      Randomisation                                 
Number                            Sequence[1]                               Number                             Date                                      
_________________________________________________________________________________________________________________________________________________________

                      05JUL2016                                   

                      26JUL2016                                   

                      09AUG2016                                   

                      23AUG2016                                   

                      30AUG2016                                   

                      30AUG2016                                   

                      06SEP2016                                   

                      20SEP2016                                   

                      20SEP2016                                   

                      04OCT2016                                   

                      04OCT2016                                   

                      04OCT2016                                   

                      11OCT2016                                   

                      11OCT2016                                   
_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 1 of 2)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product                                                                
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product                                                           
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                    Data Listing 2.1                                                                     
                                                                 Randomisation Details                                                                   

     
Study Population: Safety (N=19)                                                                                                                          
_________________________________________________________________________________________________________________________________________________________
Subject                            Treatment                            Randomisation                      Randomisation                                 
Number                            Sequence[1]                               Number                             Date                                      
_________________________________________________________________________________________________________________________________________________________

               18OCT2016                                   

               18OCT2016                                   

               18OCT2016                                   

               21OCT2016                                   

               25OCT2016                                   

                                                           

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
     
     

                                                                                                                                                         
_________________________________________________________________________________________________________________________________________________________
                                                                                                                                            (Page 2 of 2)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product                                                                
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product                                                           
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                   Data Listing 2.2                                                                      
                                                            Oral Soft Tissue Abnormalities                                                               
                                                                   Safety Population                                                                     
Treatment Group: Daily Use Tablet                                                                                                                        
_________________________________________________________________________________________________________________________________________________________
Subject                                                                                                                                                  
Number          Visit                Soft Tissue Type     Abnormality description                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

   Visit                LABIAL MUCOSA        VASCULAR HAMARTOMA,LEFT INNER LABIAL COMMISURE.                                                
   1/TX1/Screening                                                                                                                          
                        MAXILLARY            ERYTHEMA GENERALISED MILD RIDGE CREST,APPEARANCE OF DENTURE BEARING TISSUES.                   

                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MAXILLARY HARD       PINPOINT ERYTHEMA POSTERIOR HARD PALATE,VERY MILD.  GINGIVAL CLEFT MIDLINE OF                  
                                     PALATE                                                                                                              
                                                           HARD PALATE ,BLIND NOT IN COMMUNICATION WITH NASAL CAVITY/ANTRUM SURROUNDING                  
                                                           MUCOSA CLINICALLY HEALTHY.                                                                    
                Visit 2/TX1/Day 0    LABIAL MUCOSA        VASCULAR HAEMATOMA, LEFT INNER LABIAL COMMISURE                                                
                                     MAXILLARY            ERYTHEMA GENERALISED MILD, RIDGE CREST, APPEARANCE OF DENTURE BEARING TISSUES.                 
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MAXILLARY HARD       PINPOINT ERYTHEMA, POSTERIOR HARD PALATE, VERY MILD  GINGIVAL CLEFT MIDLINE OF                 
                                     PALATE                                                                                                              
                                                           HARD PALATE  BLIND NOT IN COMMUNICATION WITH NASAL CAVITY OR ANTRUM,                          
                                                           SURROUNDING MUCOSA CLINICALLY HEALTHY                                                         
                Visit 3/TX1/Day 3    LABIAL MUCOSA        VASCULAR HAEMATOMA,LEFT INNER LABIAL COMMISURE.                                                
                                     MAXILLARY            ERYTHEMA GENERALISED MILD RIDGE CREST,APPEARANCE OF DENTURE BEARING TISSUES.                   
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MAXILLARY HARD       PINPOINT ERYTHEMA POSTERIOR HARD PALATE,VERY MILD.  GINGIVAL CLEFT MIDLINE OF                  
                                     PALATE                                                                                                              
                                                           HARD PALATE ,BLIND NOT IN COMMUNICATION WITH NASAL CAVITY/ANTRUM SURROUNDING                  
                                                           MUCOSA CLINICALLY HEALTHY.                                                                    
                Visit 4/TX1/Day 7    LABIAL MUCOSA        VASCULAR HAEMATOMA, LEFT INNER LABIAL COMMISURE                                                
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                   Data Listing 2.2                                                                      
                                                            Oral Soft Tissue Abnormalities                                                               
                                                                   Safety Population                                                                     
Treatment Group: Daily Use Tablet                                                                                                                        
_________________________________________________________________________________________________________________________________________________________
Subject                                                                                                                                                  
Number          Visit                Soft Tissue Type     Abnormality description                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

     Visit 4/TX1/Day 7    MAXILLARY            ERYTHEMA GENERALISED MILD RIDGE CREST,APPEARANCE OF DENTURE BEARING TISSUES                    
                          EDENTULOUS GINGIVAL                                                                                                 
                          MUCOSA                                                                                                              

                                     MAXILLARY HARD       ERYTHEMA IMPROVED ON POSTERIOR HARD PALLATE                                                    
                                     PALATE                                                                                                              
                Visit 5/TX2/Day -1   LABIAL MUCOSA        VASCULAR HAEMATOMA LEFT INNER LABIAL COMMISURE                                                 
                                     MAXILLARY            ERYTHEMA GENERALISED MILD RIDGE CREST,APPEARANCE OF DENTURE BEARING TISSUES                    
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MAXILLARY HARD       ERYTHEMA IMPROVED ON POSTERIOR HARD PALLATE                                                    
                                     PALATE                                                                                                              
                Visit 6/TX2/Day 0    LABIAL MUCOSA        VASCULAR HAEMATOMA LEFT INNER COMMISURE                                                        
                                     MAXILLARY            ERYTHEMA GENERALISED MILD RIDGE CREST,APPEARANCE OF DENTURE BEARING TISSUES                    
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MAXILLARY HARD       IMPROVEMENT IN ERYTHEMA ON POSTERIOR HARD PALLATE                                              
                                     PALATE                                                                                                              
                Visit 7/TX2/Day 3    LABIAL MUCOSA        HAEMATOMA LEFT INNER LABIAL COMMISURE                                                          
                                     MAXILLARY            ERYTHEMA GENERALISED MILD RIDGE CREST,APPEARANCE OF DENTURE BEARING TISSUES                    
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MAXILLARY HARD       ERYTHEMA ON POSTERIOR HARD PALLATE                                                             
                                     PALATE                                                                                                              
                Visit 8/TX2/Day 7    LABIAL MUCOSA        HAEMATOMA, LEFT INNER LABIAL COMMISSURE.  VASCULAR LESION  HERPETIC LIP LESION                 
                                                           , LIP, LEFT SIDE, LOWER LIP 12MM DIAMETER AS REPORTED ON ARRIVAL RECORDED AS                  
                                                           AE                                                                                            
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                   Data Listing 2.2                                                                      
                                                            Oral Soft Tissue Abnormalities                                                               
                                                                   Safety Population                                                                     
Treatment Group: Daily Use Tablet                                                                                                                        
_________________________________________________________________________________________________________________________________________________________
Subject                                                                                                                                                  
Number          Visit                Soft Tissue Type     Abnormality description                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

     Visit 8/TX2/Day 7    MAXILLARY            PINPOINT ERYTHEMA NO LONGER PRESENT.                                                           
                          EDENTULOUS GINGIVAL                                                                                                 
                          MUCOSA                                                                                                              

     
     Visit                BUCCAL MUCOSA        PINPOINT ERYTHEMA MILD MID BUCCAL APPEARNCE OF TRAUMA                                          
     1/TX1/Screening                                                                                                                          
                          MANDIBULAR           HYPERKERATISIS MILD LEFT RETROMOLAR PAD REGION APPEARNCE OF DENTURE BEARING                    
                          MUCOGINGIVAL FOLD                                                                                                   
                                                TISSUES  ULCER 42 REGION MILD 1MM IN DIAMETER, HEALING, TRAUMA FROM DENTURE                   

                                     MAXILLARY            HYPERKERATOSIS BUCCAL ASPECT OF RIDGE CREST 13 REGION 2-3MM IN DIAMETER,                       
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                                           APPERANCE OF DENTURE BEARING TISSUES  PINPOINT ERYTHEMA 14 REGION MILD RIDGE                  
                                                           CREST                                                                                         
                                     MAXILLARY HARD       PINOPINT ERYTHEMA POSTERIORLY, APPEARNCE OF MINOR SALIVARY GLANDS                              
                                     PALATE                                                                                                              
                Visit 2/TX1/Day 0    BUCCAL MUCOSA        PINPOINT ERYTHEMA MILD MID BUCCAL APPEARANCE OF TRAUMA                                         
                                     MANDIBULAR           HYPERKERATISIS MILD LEFT RETROMOLAR PAD REGION APPEARNCE OF DENTURE BEARING                    
                                     MUCOGINGIVAL FOLD                                                                                                   
                                                           TISSUES  ULCER 42 REGION MILD 1MM IN DIAMETER, HEALING, TRAUMA FROM DENTURE RE                
                                                           KERATOSIS  ULCER MUCH IMPROVED                                                                
                                     MAXILLARY            HYPERKERATOSIS BUCCAL ASPECT OF RIDGE CREST 13 REGION 2-3MM IN DIAMETER,                       
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                                           APPERANCE OF DENTURE BEARING TISSUES  PINPOINT ERYTHEMA 14 REGION MILD RIDGE                  
                                                           CREST                                                                                         
                                     MAXILLARY HARD       PINOPINT ERYTHEMA POSTERIORLY, APPEARNCE OF MINOR SALIVARY GLANDS                              
                                     PALATE                                                                                                              
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                   Data Listing 2.2                                                                      
                                                            Oral Soft Tissue Abnormalities                                                               
                                                                   Safety Population                                                                     
Treatment Group: Daily Use Tablet                                                                                                                        
_________________________________________________________________________________________________________________________________________________________
Subject                                                                                                                                                  
Number          Visit                Soft Tissue Type     Abnormality description                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

    Visit 3/TX1/Day 3    MANDIBULAR           HYPERKERATISIS MILD LEFT RETROMOLAR PAD REGION APPEARNCE OF DENTURE BEARING                    
                         MUCOGINGIVAL FOLD                                                                                                   
                                               TISSUES  ULCER 42 REGION MILD 1MM IN DIAMETER, HEALING, TRAUMA FROM DENTURE                   
                                               (APPEARANCE OF HEALED ULCER TODAY)                                                            
                         MAXILLARY            HYPERKERATOSIS BUCCAL ASPECT OF RIDGE CREST 13 REGION 2-3MM IN DIAMETER,                       
                         EDENTULOUS GINGIVAL                                                                                                 

                                     MUCOSA                                                                                                              
                                                           APPERANCE OF DENTURE BEARING TISSUES  PINPOINT ERYTHEMA 14 REGION MILD RIDGE                  
                                                           CREST                                                                                         
                                     MAXILLARY HARD       PINOPINT ERYTHEMA POSTERIORLY, APPEARNCE OF MINOR SALIVARY GLANDS,  MUCH                       
                                     PALATE                                                                                                              
                                                           IMPROVED                                                                                      
                Visit 4/TX1/Day 7    MANDIBULAR           ULCER 42 REGION ALMOST COMPLETLY HEALED, APPEARNCE OF HYPERKERATISIS MILD LEFT                 
                                     MUCOGINGIVAL FOLD                                                                                                   
                                                           MOLAR PAD REGION APPEARNCE OF DENTURE BEARING TISSUES                                         
                                     MAXILLARY            HYPERKERATOSIS BUCCAL ASPECT OF RIDGE CREST 13 REGION 2-3MM IN DIAMETER,                       
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                                           APPERANCE OF DENTURE BEARING TISSUES  PINPOINT ERYTHEMA 14 REGION MILD RIDGE                  
                                                           CREST                                                                                         
                                     MAXILLARY HARD       PINOPINT ERYTHEMA POSTERIORLY, APPEARNCE OF MINOR SALIVARY GLANDS                              
                                     PALATE                                                                                                              
                Visit 5/TX2/Day -1   BUCCAL MUCOSA        PINPOINT ERYTHEMA MILD MID BUCCAL APPEARANCE OF TRAUMA                                         
                                     MANDIBULAR           ULCER 42 REGION ALMOST COMPLETLY HEALED, APPEARNCE OF MILD KERATOSIS                           
                                     MUCOGINGIVAL FOLD                                                                                                   
                                     MAXILLARY            HYPERKERATOSIS BUCCAL ASPECT OF RIDGE CREST 13 REGION 2-3MM IN DIAMETER,                       
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                   Data Listing 2.2                                                                      
                                                            Oral Soft Tissue Abnormalities                                                               
                                                                   Safety Population                                                                     
Treatment Group: Daily Use Tablet                                                                                                                        
_________________________________________________________________________________________________________________________________________________________
Subject                                                                                                                                                  
Number          Visit                Soft Tissue Type     Abnormality description                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

    Visit 5/TX2/Day -1   MAXILLARY             APPERANCE OF DENTURE BEARING TISSUES  PINPOINT ERYTHEMA 14 REGION MILD RIDGE                  
                         EDENTULOUS GINGIVAL                                                                                                 
                         MUCOSA                                                                                                              

                                                           CREST                                                                                         
                                     MAXILLARY HARD       PINOPINT ERYTHEMA POSTERIORLY, APPEARNCE OF MINOR SALIVARY GLANDS                              
                                     PALATE                                                                                                              
                Visit 6/TX2/Day 0    BUCCAL MUCOSA        PINPOINT ERYTHEMA MILD MID BUCCAL APPEARANCE OF TRAUMA, MUCH IMPROVED                          
                                     MANDIBULAR           HYPERKERATISIS MILD LEFT RETROMOLAR PAD REGION APPEARNCE OF DENTURE BEARING                    
                                     MUCOGINGIVAL FOLD                                                                                                   
                                                           TISSUES  ULCER 42 REGION MILD 1MM IN DIAMETER, HEALING, TRAUMA FROM DENTURE                   
                                                           (APPEARANCE OF HEALING ULCER TODAY)                                                           
                                     MAXILLARY            HYPERKERATOSIS BUCCAL ASPECT OF RIDGE CREST 13 REGION 2-3MM IN DIAMETER,                       
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                                           APPERANCE OF DENTURE BEARING TISSUES  PINPOINT ERYTHEMA 14 REGION MILD RIDGE                  
                                                           CREST                                                                                         
                                     MAXILLARY HARD       PINOPINT ERYTHEMA POSTERIORLY, APPEARNCE OF MINOR SALIVARY GLANDS                              
                                     PALATE                                                                                                              
                Visit 7/TX2/Day 3    MANDIBULAR           HYPERKERATISIS MILD LEFT RETROMOLAR PAD REGION APPEARNCE OF DENTURE BEARING                    
                                     MUCOGINGIVAL FOLD                                                                                                   
                                                           TISSUES  ULCER 42 REGION MILD 1MM IN DIAMETER, HEALING, TRAUMA FROM DENTURE                   
                                                           (APPEARANCE OF HEALING ULCER TODAY)                                                           
                                     MAXILLARY            HYPERKERATOSIS BUCCAL ASPECT OF RIDGE CREST 13 REGION 2-3MM IN DIAMETER,                       
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                                           APPERANCE OF DENTURE BEARING TISSUES  PINPOINT ERYTHEMA 14 REGION MILD RIDGE                  
                                                           CREST                                                                                         
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                   Data Listing 2.2                                                                      
                                                            Oral Soft Tissue Abnormalities                                                               
                                                                   Safety Population                                                                     
Treatment Group: Daily Use Tablet                                                                                                                        
_________________________________________________________________________________________________________________________________________________________
Subject                                                                                                                                                  
Number          Visit                Soft Tissue Type     Abnormality description                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

     Visit 7/TX2/Day 3    MAXILLARY HARD       PINOPINT ERYTHEMA POSTERIORLY, APPEARNCE OF MINOR SALIVARY GLANDS                              
                          PALATE                                                                                                              
     Visit 8/TX2/Day 7    MANDIBULAR           HYPERKERATISIS MILD LEFT RETROMOLAR PAD REGION APPEARNCE OF DENTURE BEARING                    
                          MUCOGINGIVAL FOLD                                                                                                   
                                                TISSUES  ULCER 42 REGION MILD 1MM IN DIAMETER, HEALING, TRAUMA FROM DENTURE                   
                                                (APPEARANCE OF HEALED ULCER TODAY)                                                            
                          MAXILLARY            HYPERKERATOSIS BUCCAL ASPECT OF RIDGE CREST 13 REGION 2-3MM IN DIAMETER,                       
                          EDENTULOUS GINGIVAL                                                                                                 
                          MUCOSA                                                                                                              
                                                APPERANCE OF DENTURE BEARING TISSUES  PINPOINT ERYTHEMA 14 REGION MILD RIDGE                  
                                                CREST                                                                                         
                          MAXILLARY HARD       PINOPINT ERYTHEMA POSTERIORLY, APPEARNCE OF MINOR SALIVARY GLANDS                              
                          PALATE                                                                                                              

     
     Visit                GINGIVAL MUCOSA      GINGIVAL ERYTHEMA GENERALISED, PLAQUE INDUCED GINGIVITIS                                       
     1/TX1/Screening                                                                                                                          
                          MANDIBULAR           HYPERKERATOSIS RIDGE CREST 44 REGION 1MM                                                       
                          EDENTULOUS GINGIVAL                                                                                                 

                                     MUCOSA                                                                                                              
                                     MAXILLARY            HEALING ABRASION PALATAL ASPECT OF RIDGE CREST 25 REGION, 2MM IN DIAMETER                      
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                Visit 2/TX1/Day 0    GINGIVAL MUCOSA      GINGIVAL ERYTHEMA GENERALISED, PLAQUE INDUCED GINGIVITIS                                       
                                     MANDIBULAR           HYPERKERATOSIS RIDGE CREST 44 REGION 1MM                                                       
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                   Data Listing 2.2                                                                      
                                                            Oral Soft Tissue Abnormalities                                                               
                                                                   Safety Population                                                                     
Treatment Group: Daily Use Tablet                                                                                                                        
_________________________________________________________________________________________________________________________________________________________
Subject                                                                                                                                                  
Number          Visit                Soft Tissue Type     Abnormality description                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

     Visit 2/TX1/Day 0    MAXILLARY            HEALING ABRASION PALATAL ASPECT OF RIDGE CREST 25 REGION, 2MM IN DIAMETER                      
                          EDENTULOUS GINGIVAL                                                                                                 
                          MUCOSA                                                                                                              

                                     SUBLINGUAL AREA      ABRASION RIGHT FLOOR OF MOUTH, MILD, POSTERIOR AND DISTAL TO SUBLINGUAL DUCT                   
                                                           ORIFICE, APPEARANCE OF TRAUMA                                                                 
                Visit 3/TX1/Day 3    GINGIVAL MUCOSA      GINGIVAL ERYTHEMA GENERALISED, PLAQUE INDUCED GINGIVITIS                                       
                                     MANDIBULAR           HYPERKERATOSIS RIDGE CREST 44 REGION 1MM                                                       
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MAXILLARY            HEALING ABRASION PALATAL ASPECT OF RIDGE CREST 25 REGION, 2MM IN DIAMETER                      
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                Visit 4/TX1/Day 7    GINGIVAL MUCOSA      GINGIVAL ERYTHEMA GENERALISED, PLAQUE INDUCED GINGIVITIS                                       
                                     MANDIBULAR           HYPERKERATOSIS RIDGE CREST 44 REGION 1MM                                                       
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MAXILLARY            HEALING ABRASION PALATAL ASPECT OF RIDGE CREST 25 REGION, 2MM IN DIAMETER                      
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                Visit 5/TX2/Day -1   GINGIVAL MUCOSA      GINGIVAL ERYTHEMA GENERALISED, PLAQUE INDUCED GINGIVITIS                                       
                                     MANDIBULAR           HYPERKERATOSIS RIDGE CREST 44 REGION 1MM                                                       
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MAXILLARY            HEALING ABRASION PALATAL ASPECT OF RIDGE CREST 25 REGION, 2MM IN DIAMETER                      
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                Visit 6/TX2/Day 0    GINGIVAL MUCOSA      GINGIVAL ERYTHEMA GENERALISED, PLAQUE INDUCED GINGIVITIS                                       
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                   Data Listing 2.2                                                                      
                                                            Oral Soft Tissue Abnormalities                                                               
                                                                   Safety Population                                                                     
Treatment Group: Daily Use Tablet                                                                                                                        
_________________________________________________________________________________________________________________________________________________________
Subject                                                                                                                                                  
Number          Visit                Soft Tissue Type     Abnormality description                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

    Visit 6/TX2/Day 0    MANDIBULAR           HYPERKERATOSIS RIDGE CREST 44 REGION 1MM                                                       
                         EDENTULOUS GINGIVAL                                                                                                 
                         MUCOSA                                                                                                              
                         MAXILLARY            HEALING ABRASION PALATAL ASPECT OF RIDGE CREST 25 REGION, 2MM IN DIAMETER                      
                         EDENTULOUS GINGIVAL                                                                                                 
                         MUCOSA                                                                                                              
    Visit 7/TX2/Day 3    GINGIVAL MUCOSA      GINGIVAL ERYTHEMA GENERALISED, PLAQUE INDUCED GINGIVITIS MUCH IMPROVED                         
                         MANDIBULAR           HYPERKERATOSIS RIDGE CREST 44 REGION 1MM                                                       
                         EDENTULOUS GINGIVAL                                                                                                 
                         MUCOSA                                                                                                              
                         MAXILLARY            HEALING ABRASION PALATAL ASPECT OF RIDGE CREST 25 REGION, 2MM IN DIAMETER                      
                         EDENTULOUS GINGIVAL                                                                                                 
                         MUCOSA                                                                                                              
                         MAXILLARY HARD       ABRASION 2MM DIAMETER PALLATAL VAULT 25 REGION, APPEARANCE OF TRAUMA                           
                         PALATE                                                                                                              
    Visit 8/TX2/Day 7    MANDIBULAR           HYPERKERATOSIS RIDGE CREST 44 REGION 1MM                                                       
                         EDENTULOUS GINGIVAL                                                                                                 
                         MUCOSA                                                                                                              
                         MAXILLARY            HEALING ABRASION PALATAL ASPECT OF RIDGE CREST 25 REGION, 2MM IN DIAMETER                      
                         EDENTULOUS GINGIVAL                                                                                                 
                         MUCOSA                                                                                                              

     
    Visit                MAXILLARY            PINPOINT ERYTHEMA MILD LOCALISED 14 & 24 REGION                                                
    1/TX1/Screening      EDENTULOUS GINGIVAL                                                                                                 
                         MUCOSA                                                                                                              
    Visit 2/TX1/Day 0    MAXILLARY            PINPOINT ERYTHEMA MILD LOCALISED 14 & 24 REGION                                                

                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                   Data Listing 2.2                                                                      
                                                            Oral Soft Tissue Abnormalities                                                               
                                                                   Safety Population                                                                     
Treatment Group: Daily Use Tablet                                                                                                                        
_________________________________________________________________________________________________________________________________________________________
Subject                                                                                                                                                  
Number          Visit                Soft Tissue Type     Abnormality description                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

     Visit 2/TX1/Day 0    MAXILLARY SOFT       ERYTHEMA 1MM DIAMETER APPEARANCE OF TRAUMA                                                     
                          PALATE                                                                                                              
     Visit 3/TX1/Day 3    MAXILLARY            PINPOINT ERYTHEMA MILD LOCALISED 14 & 24 REGION                                                
                          EDENTULOUS GINGIVAL                                                                                                 
                          MUCOSA                                                                                                              
     Visit 4/TX1/Day 7    MAXILLARY            PINPOINT ERYTHEMA MILD LOCALISED 14 & 24 REGION                                                
                          EDENTULOUS GINGIVAL                                                                                                 
                          MUCOSA                                                                                                              
     Visit 5/TX2/Day -1   MAXILLARY            PINPOINT ERYTHEMA MILD LOCALISED 14 & 24 REGION                                                
                          EDENTULOUS GINGIVAL                                                                                                 
                          MUCOSA                                                                                                              
     Visit 6/TX2/Day 0    MAXILLARY            PINPOINT ERYTHEMA MILD LOCALISED 14 & 24 REGION                                                
                          EDENTULOUS GINGIVAL                                                                                                 
                          MUCOSA                                                                                                              
     Visit 7/TX2/Day 3    MAXILLARY            PINPOINT ERYTHEMA MILD LOCALISED 14 & 24 REGION                                                
                          EDENTULOUS GINGIVAL                                                                                                 
                          MUCOSA                                                                                                              
     Visit 8/TX2/Day 7    MAXILLARY            PINPOINT ERYTHEMA MILD LOCALISED 14 & 24 REGION                                                
                          EDENTULOUS GINGIVAL                                                                                                 
                          MUCOSA                                                                                                              

     
     Visit                BUCCAL MUCOSA        DILATED SUPERFICIAL BLOOD VESSELS                                                              
     1/TX1/Screening                                                                                                                          

                                     TONGUE               COATED TONGUE ALSO RESIDUE OF PINK TABLET COATING                                              
                Visit 2/TX1/Day 0    BUCCAL MUCOSA        DILATED SUPERFICIAL BLOOD VESSELS                                                              
                                     LABIAL MUCOSA        ABRASION ?TRAUMA FROM BITING                                                                   
                                     TONGUE               COATED TONGUE ALSO RESIDUE OF PINK TABLET COATING                                              
                Visit 3/TX1/Day 3    BUCCAL MUCOSA        DILATED SUPERFICIAL BLOOD VESSELS                                                              
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                   Data Listing 2.2                                                                      
                                                            Oral Soft Tissue Abnormalities                                                               
                                                                   Safety Population                                                                     
Treatment Group: Daily Use Tablet                                                                                                                        
_________________________________________________________________________________________________________________________________________________________
Subject                                                                                                                                                  
Number          Visit                Soft Tissue Type     Abnormality description                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

     Visit 3/TX1/Day 3    LABIAL MUCOSA        ABRASION ?TRAUMA FROM BITING HEALING                                                           
                          TONGUE               TONGUE COATED                                                                                  
     Visit 4/TX1/Day 7    BUCCAL MUCOSA        DILATED SUPERFICIAL BLOOD VESSELS                                                              
                          LABIAL MUCOSA        KERATOSIS IMPROVING FROM LAST VISIT (ABRASION/TRAUMA FROM BITING)                              
                          TONGUE               COATING ON TONGUE                                                                              
     Visit 5/TX2/Day -1   BUCCAL MUCOSA        DIALTED SUPERFICIAL BLOOD VESSELS                                                              
                          LABIAL MUCOSA        KERATOSIS IMPROVING FROM LAST VISIT (ABRASION/TRAUMA FROM BITING)                              
                          MANDIBULAR           SMALL CUT, TRAUMA ON REMOVAL OF DENTURE                                                        
                          EDENTULOUS GINGIVAL                                                                                                 
                          MUCOSA                                                                                                              
                          TONGUE               COATED TONGUE                                                                                  
     Visit 6/TX2/Day 0    BUCCAL MUCOSA        DIALTED SUPERFICIAL BLOOD VESSELS                                                              
                          LABIAL MUCOSA        KERATOSIS IMPROVING FROM LAST VISIT (ABRASION/TRAUMA FROM BITING                               
                          TONGUE               COATED TONGUE                                                                                  
     Visit 7/TX2/Day 3    BUCCAL MUCOSA        DILATED SUPERFICIAL BLOOD VESSELS                                                              
                          LABIAL MUCOSA        KERATOSIS IMPROVING FROM LAST VISIT (ABRASION/TRAUMA FROM BITING)                              
                          TONGUE               COATED TONGUE                                                                                  
     Visit 8/TX2/Day 7    BUCCAL MUCOSA        DILATED SUPERFICIAL BLOOD VESSELS                                                              
                          LABIAL MUCOSA        KERATOSIS CONTINUES TO IMPROVE  (ABRASION/TRAUMA FROM BITING)                                  
                          TONGUE               TONGUE COATED                                                                                  

     
     Visit 5/TX2/Day -1   GINGIVAL MUCOSA      GINGIVAL MUCOSA, SLIGHT ABRASION LOCALISED 5MM DUE TO DENTAL IMPRESSION TRAUMA                 
                                                RIGHT AND LEFT                                                                                
                          SUBLINGUAL AREA      ERYTHEMA AND SWELLING 6-7MM DIAMETRE FLOOR OF MOUTH                                            
     Visit 6/TX2/Day 0    SUBLINGUAL AREA      ERYTHEMA AND SWELLING REDUCING 3-4 MM                                                          

                Visit 7/TX2/Day 3    SUBLINGUAL AREA      ERYTHEMA RESOLVED SWELLING BARELY VISIBLE                                                      
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                   Data Listing 2.2                                                                      
                                                            Oral Soft Tissue Abnormalities                                                               
                                                                   Safety Population                                                                     
Treatment Group: Daily Use Tablet                                                                                                                        
_________________________________________________________________________________________________________________________________________________________
Subject                                                                                                                                                  
Number          Visit                Soft Tissue Type     Abnormality description                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

      Visit                GINGIVAL MUCOSA      GENERALISED MILD GINGIVAL INFLAMMATION MILD BOP LOWER RIGHT 2 LOWER RIGHT 4                    
      1/TX1/Screening                                                                                                                          

                                     MAXILLARY            RED PATCH UPPER LEFT 2 REGION APPROX 6MM IRREGULAR OUTLINE. UPPER RIGHT 3                      
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                                           REGION DARK RED 2MM DIAMETER ? HAEMATOMA ? AMALGAM TATTOO                                     
                                     MAXILLARY HARD       MILD PINPOINT ERYTHEMA POSTERIOR                                                               
                                     PALATE                                                                                                              
                Visit 2/TX1/Day 0    GINGIVAL MUCOSA      GENERALISED VERY MILD INFLAMMATION                                                             
                                     MAXILLARY            UPPER LEFT 2 REGION HAS REDUCED IN REDNESS. UPPER RIGHT 3 REGION DARK RED 2MM                  
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                                           DIAMETER? HAEMATOMA ? AMALGAM TATTOO                                                          
                                     MAXILLARY HARD       PINPOINT ERYTHEMA POSTERIOR                                                                    
                                     PALATE                                                                                                              
                Visit 3/TX1/Day 3    GINGIVAL MUCOSA      VERY MILD INFLAMMATION LEFT   MILD INFLAMMATION RIGHT                                          
                                     MAXILLARY            UPPER LEFT NOW NORMAL UPPER RIGHT VERY MILD REDNESS IN SAME REGION AS PREVIOUS                 
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MAXILLARY HARD       PINPOINT ERYTHEMA POESTERIIOR                                                                  
                                     PALATE                                                                                                              
                Visit 4/TX1/Day 7    GINGIVAL MUCOSA      VERY MILD INFLAMMATION LEFT   MILD INFLAMMATION RIGHT                                          
                                     MAXILLARY            UPPER RIGHT MILD REDNESS CANINE REGION                                                         
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MAXILLARY HARD       PINPOINT ERYTHEMA POSTERIOR                                                                    
                                     PALATE                                                                                                              
                Visit 5/TX2/Day -1   GINGIVAL MUCOSA      MILD INFLAMMATION LINGUAL AND LOWER RIGHT 4 GINGIVAL MARGIN                                    
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                   Data Listing 2.2                                                                      
                                                            Oral Soft Tissue Abnormalities                                                               
                                                                   Safety Population                                                                     
Treatment Group: Daily Use Tablet                                                                                                                        
_________________________________________________________________________________________________________________________________________________________
Subject                                                                                                                                                  
Number          Visit                Soft Tissue Type     Abnormality description                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

      Visit 5/TX2/Day -1   MAXILLARY            UPPER RIGHT MILD REDNESS CANINE REGION                                                         
                           EDENTULOUS GINGIVAL                                                                                                 
                           MUCOSA                                                                                                              
                           MAXILLARY HARD       PINPOINT ERYTHEMA POSTERIOR                                                                    
                           PALATE                                                                                                              
      Visit 6/TX2/Day 0    GINGIVAL MUCOSA      VERY MILD INFLAMMATION LINGUAL                                                                 
                           MAXILLARY            UPPER RIGHT MILD REDNESS CANINE REGION                                                         
                           EDENTULOUS GINGIVAL                                                                                                 
                           MUCOSA                                                                                                              
                           MAXILLARY HARD       MILD PINPOINT ERYTHEMA POSTERIOR                                                               
                           PALATE                                                                                                              
      Visit 7/TX2/Day 3    GINGIVAL MUCOSA      VERY MILD INFLAMMATION LINGUAL                                                                 
                           MAXILLARY            UPPER RIGHT MILD REDNESS CANINE REGION                                                         
                           EDENTULOUS GINGIVAL                                                                                                 
                           MUCOSA                                                                                                              
                           MAXILLARY HARD       MILD PINPOINT ERYTHEMA POSTERIOR                                                               
                           PALATE                                                                                                              
      Visit 8/TX2/Day 7    GINGIVAL MUCOSA      VERY MILD INFLAMMATION LINGUAL                                                                 
                           MAXILLARY            UPPER RIGHT MILD REDNESS CANINE REGION                                                         
                           EDENTULOUS GINGIVAL                                                                                                 
                           MUCOSA                                                                                                              
                           MAXILLARY HARD       MILD PINPOINT ERYTHEMA POSTERIOR                                                               
                           PALATE                                                                                                              

     
      Visit                BUCCAL MUCOSA        2 NODULE COMMISURE HEIGHT  VARICOSE VEIN, FROM BITE TRAUMA                                     
      1/TX1/Screening                                                                                                                          
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                   Data Listing 2.2                                                                      
                                                            Oral Soft Tissue Abnormalities                                                               
                                                                   Safety Population                                                                     
Treatment Group: Daily Use Tablet                                                                                                                        
_________________________________________________________________________________________________________________________________________________________
Subject                                                                                                                                                  
Number          Visit                Soft Tissue Type     Abnormality description                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

     Visit                MAXILLARY            MODERATE INFLAMMATION OF THE MUCOSA FROM 13-23 REGION                                          
     1/TX1/Screening      EDENTULOUS GINGIVAL                                                                                                 
                          MUCOSA                                                                                                              
                          MAXILLARY HARD       MODERATE INFLAMMATION MILD DENTURE STOMATITIS                                                  

                                     PALATE                                                                                                              
                Visit 2/TX1/Day 0    BUCCAL MUCOSA        2 NODULE COMMISURE HEIGHT  VARICOSE VEIN, FROM BITE TRAUMA                                     
                                     MAXILLARY            MODERATE INFLAMMATION OF THE MUCOSA FROM 13-23 REGION                                          
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MAXILLARY HARD       MODERATE INFLAMMATION, MILD DENTURE STOMATITIS                                                 
                                     PALATE                                                                                                              
                Visit 3/TX1/Day 3    BUCCAL MUCOSA        2 NODULE COMMISURE HEIGHT  VARICOSE VEIN, FROM BITE TRAUMA                                     
                                     MAXILLARY            MODERATE INFLAMMATION OF THE MUCOSA FROM 13-23 REGION                                          
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MAXILLARY HARD       MODERATE INFLAMMATION, MILD DENTURE STOMATITIS                                                 
                                     PALATE                                                                                                              
                Visit 4/TX1/Day 7    BUCCAL MUCOSA        2 NODULE COMMISURE HEIGHT VARICOSE VEIN, FROM BITE TRAUMA                                      
                                     MAXILLARY            MODERATE INFLAMMATION OF THE MUCOSA FROM 13-23 REGION LESS TODAY                               
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MAXILLARY HARD       MODERATE INFLAMMATION, MILD DENTURE STOMATITIS                                                 
                                     PALATE                                                                                                              
                                     TONGUE               WHITE DEBRIS ON TONGUE                                                                         
                Visit 5/TX2/Day -1   BUCCAL MUCOSA        2 NODULE COMMISURE HEIGHT VARICOSE VEIN, FROM BITE TRAUMA                                      
                                     MAXILLARY            MODERATE INFLAMMATION OF THE MUCOSA FROM 13-23 REGION LESS TODAY                               
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                   Data Listing 2.2                                                                      
                                                            Oral Soft Tissue Abnormalities                                                               
                                                                   Safety Population                                                                     
Treatment Group: Daily Use Tablet                                                                                                                        
_________________________________________________________________________________________________________________________________________________________
Subject                                                                                                                                                  
Number          Visit                Soft Tissue Type     Abnormality description                                                                        

ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
     Visit 5/TX2/Day -1   MAXILLARY HARD       MODERATE INFLAMMATION, MILD DENTURE STOMATITIS                                                 
                          PALATE                                                                                                              
                          TONGUE               WHITE DEBRIS ON TONGUE                                                                         

                Visit 6/TX2/Day 0    BUCCAL MUCOSA        2 NODULE COMMISURE HEIGHT VARICOSE VEIN, FROM BITE TRAUMA                                      
                                     MAXILLARY            MODERATE INFLAMMATION OF THE MUCOSA FROM 13-23 REGION LESS TODAY                               
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MAXILLARY HARD       MODERATE INFLAMMATION, MILD DENTURE STOMATITIS   MUCH LESS TODAY                               
                                     PALATE                                                                                                              
                                     TONGUE               WHITE DEBRIS ON TONGUE, LESS TODAY                                                             
                Visit 7/TX2/Day 3    BUCCAL MUCOSA        2 NODULE COMMISURE HEIGHT VARICOSE VEIN, FROM BITE TRAUMA                                      
                                     MAXILLARY            MODERATE INFLAMMATION OF THE MUCOSA FROM 13-23 REGION LESS TODAY                               
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MAXILLARY HARD       MODERATE INFLAMMATION, MILD DENTURE STOMATITIS   MUCH LESS TODAY                               
                                     PALATE                                                                                                              
                                     TONGUE               WHITE DEBRIS ON TONGUE, LESS TODAY                                                             
                Visit 8/TX2/Day 7    BUCCAL MUCOSA        2 NODULE COMMISSURE HEIGHT VARICOSE VEIN, FROM BITE TRAUMA                                     
                                     MAXILLARY HARD       MILD INFLAMMATION DUE TO MILD DENTURE STOMATITIS                                               
                                     PALATE                                                                                                              
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                   Data Listing 2.2                                                                      
                                                            Oral Soft Tissue Abnormalities                                                               
                                                                   Safety Population                                                                     
Treatment Group: Weekly Use Tablet                                                                                                                       
_________________________________________________________________________________________________________________________________________________________
Subject                                                                                                                                                  
Number          Visit                Soft Tissue Type     Abnormality description                                                                        

ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
    Visit                BUCCAL MUCOSA        ERYTHEMA POSTERIOR BUCCAL MUCOSA ADJACENT TO 38 TWO LESIONS IMMEDIATELY BESIDE                 
    1/TX1/Screening                                                                                                                          
                                               EACH OTHER 2MM IN DIAMETRE                                                                    

                                     GINGIVAL MUCOSA      ERYTHEMA GINGIVAL MARGIN ADJACENT TO TOOTH 32                                                  
                                     MAXILLARY            HYPERKERATOSIS 16 AND26 REGION, TRAUMATIC IN APPEARANCE  ERYTHEMA,PINPOINT                     
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                                           GENERALISED RIDGE                                                                             
                                     MAXILLARY HARD       PINPOINT MILD ERYTHEMA POSTERIORLY                                                             
                                     PALATE                                                                                                              
                                     MAXILLARY SOFT       PINPOINT ERYTHEMA POSTERIORLY                                                                  
                                     PALATE                                                                                                              
                Visit 2/TX1/Day 0    BUCCAL MUCOSA        ERYTHEMA POSTERIOR BUCCAL MUCOSA ADJACENT TO 38 TWO LESIONS IMMEDIATELY BESIDE                 
                                                           EACH OTHER 2MM IN DIAMETRE                                                                    
                                     GINGIVAL MUCOSA      ERYTHEMA GINGIVAL MARGIN ADJACENT TO TOOTH 32                                                  
                                     MAXILLARY            HYPERKERATOSIS 16 AND26 REGION, TRAUMATIC IN APPEARANCE  ERYTHEMA,PINPOINT                     
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                                           GENERALISED RIDGE                                                                             
                                     MAXILLARY HARD       PINPOINT MILD ERYTHEMA POSTERIORLY                                                             
                                     PALATE                                                                                                              
                                     MAXILLARY SOFT       PINPOINT ERYTHEMA POSTERIORLY                                                                  
                                     PALATE                                                                                                              
                Visit 3/TX1/Day 3    GINGIVAL MUCOSA      MILD IMPROVEMENT IN GINGIVAL ERYTHEMA LINGUAL ASPECT OF 32                                     
                                     MAXILLARY            NO CHANGE KERATOSIS,16 26 REGION.  IMPROVEMENT IN PINPOINT ERYTHEMA NO LONGER                  
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                                           PRESENT RHS,REDUCED LHS                                                                       
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                   Data Listing 2.2                                                                      
                                                            Oral Soft Tissue Abnormalities                                                               
                                                                   Safety Population                                                                     
Treatment Group: Weekly Use Tablet                                                                                                                       
_________________________________________________________________________________________________________________________________________________________
Subject                                                                                                                                                  
Number          Visit                Soft Tissue Type     Abnormality description                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

    Visit 3/TX1/Day 3    MAXILLARY HARD       PINPOINT MILD ERYTHEMA POSTERIORLY                                                             
                         PALATE                                                                                                              
                         MAXILLARY SOFT       PINPOINT ERYTHEMA POSTERIORLY                                                                  

                                     PALATE                                                                                                              
                Visit 4/TX1/Day 7    GINGIVAL MUCOSA      MILD IMPROVEMENT IN GINGIVAL ERYTHEMA LINGUAL ASPECT OF 32                                     
                                     MAXILLARY            NO CHANGE KERATOSIS,16 26 REGION.  IMPROVEMENT IN PINPOINT ERYTHEMA NO LONGER                  
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                                           PRESENT RHS,REDUCED LHS                                                                       
                                     MAXILLARY HARD       PINPOINT MILD ERYTHEMA POSTERIORLY                                                             
                                     PALATE                                                                                                              
                                     MAXILLARY SOFT       PINPOINT ERYTHEMA POSTERIORLY                                                                  
                                     PALATE                                                                                                              
                Visit 5/TX2/Day -1   GINGIVAL MUCOSA      MILD IMPROVEMENT IN GINGIVAL ERYTHEMA LINGUAL ASPECT OF 32                                     
                                     MAXILLARY            PINPOINT ERYTHEMA IMPROVED  KERATOSIS NO CHANGE R AND L                                        
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MAXILLARY HARD       PINPOINT MILD ERYTHEMA POSTERIORLY                                                             
                                     PALATE                                                                                                              
                Visit 6/TX2/Day 0    GINGIVAL MUCOSA      MILD IMPROVEMENT IN GINGIVAL ERYTHEMA LINGUAL ASPECT OF 32                                     
                                     MAXILLARY            HYPERKERATOSIS NO CHANGE  NO OBVIOUS PINPOINT ERYTHEMA.                                        
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MAXILLARY HARD       PINPOINT MILD ERYTHEMA POSTERIORLY                                                             
                                     PALATE                                                                                                              
                Visit 7/TX2/Day 3    GINGIVAL MUCOSA      MILD IMPROVEMENT IN GINGIVAL ERYTHEMA LINGUAL ASPECT OF 32                                     
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                   Data Listing 2.2                                                                      
                                                            Oral Soft Tissue Abnormalities                                                               
                                                                   Safety Population                                                                     
Treatment Group: Weekly Use Tablet                                                                                                                       
_________________________________________________________________________________________________________________________________________________________
Subject                                                                                                                                                  
Number          Visit                Soft Tissue Type     Abnormality description                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

       Visit 7/TX2/Day 3    MAXILLARY            HYPERKERATOSIS NO CHANGE  NO OBVIOUS PINPOINT ERYTHEMA.                                        
                            EDENTULOUS GINGIVAL                                                                                                 
                            MUCOSA                                                                                                              
                            MAXILLARY HARD       PINPOINT MILD ERYTHEMA POSTERIORLY                                                             
                            PALATE                                                                                                              
       Visit 8/TX2/Day 7    GINGIVAL MUCOSA      MILD IMPROVEMENT IN GINGIVAL ERYTHEMA LINGUAL ASPECT OF 32                                     
                            MAXILLARY            HYPERKERATOSIS NO CHANGE  NO ERYTHEMA                                                          
                            EDENTULOUS GINGIVAL                                                                                                 
                            MUCOSA                                                                                                              
                            MAXILLARY HARD       PINPOINT MILD ERYTHEMA POSTERIORLY                                                             
                            PALATE                                                                                                              

     
       Visit                MANDIBULAR           KERATOSIS AND MILD ERYTHEMA 44 RIDGE CREST, TRAUMATIC IN APPEARANCE                            
       1/TX1/Screening      EDENTULOUS GINGIVAL                                                                                                 
                            MUCOSA                                                                                                              

                                     MANDIBULAR           ERYTHEMA 31 32 REGION MILD. APPEARNCE OF MILD DENTURE TRAUMA.                                  
                                     MUCOGINGIVAL FOLD                                                                                                   
                                     MAXILLARY            PINPOINT ERYTHEMA POSTERIORLY TUBEROSITY REGION                                                
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MAXILLARY HARD       PINPOINT ERYTHEMA, APPEARANCE OF MINOR SALIVARY GLANDS                                         
                                     PALATE                                                                                                              
                Visit 2/TX1/Day 0    MANDIBULAR           KERATOSIS AND MILD ERYTHEMA 44 RIDGE CREST, TRAUMATIC IN APPEARANCE                            
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MANDIBULAR           ERYTHEMA 31 32 REGION MILD. APPEARNCE OF MILD DENTURE TRAUMA.                                  
                                     MUCOGINGIVAL FOLD                                                                                                   

     
_________________________________________________________________________________________________________________________________________________________
                                                                                                                                          (Page 17 of 32)
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) - German Marketed Product                                                                
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) - German Marketed Product                                                           

     
                                                             

 

                                     

 

- D
ata Listing 2.2.pdf

V
olum

e 1   Page 177 of 346  D
oc Pg 17 of 32

D
ocum

ent V
ersion:1.0,C

U
R

R
EN

T,M
ost-R

ecent,Effective

Page 181 of 351

 

Document Name  

Type Version Document Identifier Effective Date 

    

Reason For Issue  
 

 

 

 

 

 

 

 

 

 

 

 

 

 

15-Dec-2017 15:17:33eldo_controlled 1.0; CURRENT; Most-Recent; Effective

205202 Synopsis

Auto Issue
090032d580dd428c

Page 182 of 442

 

Document Name  

Type Version Document Identifier Effective Date 

    

Reason For Issue  
 

 

 

 

 

 

 

 

 

 

 

 

 

 

gsk-205202-clinical-study-report.pdf

eldo_controlled 0.2; CURRENT; Most-Recent; Reviewed 090032d581229ab2

CCI
CCI

PPD

PPD



Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                   Data Listing 2.2                                                                      
                                                            Oral Soft Tissue Abnormalities                                                               
                                                                   Safety Population                                                                     
Treatment Group: Weekly Use Tablet                                                                                                                       
_________________________________________________________________________________________________________________________________________________________
Subject                                                                                                                                                  
Number          Visit                Soft Tissue Type     Abnormality description                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

     Visit 2/TX1/Day 0    MAXILLARY            PINPOINT ERYTHEMA POSTERIORLY TUBEROSITY REGION                                                
                          EDENTULOUS GINGIVAL                                                                                                 
                          MUCOSA                                                                                                              

                                     MAXILLARY HARD       PINPOINT ERYTHEMA, APPEARANCE OF MINOR SALIVARY GLANDS                                         
                                     PALATE                                                                                                              
                Visit 3/TX1/Day 3    MANDIBULAR           KERATOSIS AND MILD ERYTHEMA 44 RIDGE CREST, TRAUMATIC IN APPEARANCE                            
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MANDIBULAR           ERYTHEMA 31 32 REGION MILD. APPEARNCE OF MILD DENTURE TRAUMA.                                  
                                     MUCOGINGIVAL FOLD                                                                                                   
                                     MAXILLARY            PINPOINT ERYTHEMA POSTERIORLY TUBEROSITY REGION MUCH IMPROVED                                  
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MAXILLARY HARD       PINPOINT ERYTHEMA, APPEARANCE OF MINOR SALIVARY GLANDS                                         
                                     PALATE                                                                                                              
                Visit 4/TX1/Day 7    MANDIBULAR           REDUCTION IN  ERYTHEMA 44 REGION                                                               
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MANDIBULAR           ERYTHEMA 31 32 REGION MILD. APPEARNCE OF MILD DENTURE TRAUMA.                                  
                                     MUCOGINGIVAL FOLD                                                                                                   
                                     MAXILLARY            PINPOINT ERYTHEMA POSTERIORLY TUBEROSITY REGION                                                
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MAXILLARY HARD       PINPOINT ERYTHEMA, APPEARANCE OF MINOR SALIVARY GLANDS                                         
                                     PALATE                                                                                                              
                Visit 5/TX2/Day -1   MANDIBULAR           ABRASION LESION MUCH IMPROVED KERATOSIS AND MILD ERYTHEMA 44 REGION                            
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                   Data Listing 2.2                                                                      
                                                            Oral Soft Tissue Abnormalities                                                               
                                                                   Safety Population                                                                     
Treatment Group: Weekly Use Tablet                                                                                                                       
_________________________________________________________________________________________________________________________________________________________
Subject                                                                                                                                                  
Number          Visit                Soft Tissue Type     Abnormality description                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

   Visit 5/TX2/Day -1   MANDIBULAR           ERYTHEMA 31 32 REGION MILD. APPEARNCE OF MILD DENTURE TRAUMA.                                  
                        MUCOGINGIVAL FOLD                                                                                                   
                        MAXILLARY            PINPOINT ERYTHEMA POSTERIORLY TUBEROSITY REGION                                                

                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MAXILLARY HARD       PINPOINT ERYTHEMA, APPEARANCE OF MINOR SALIVARY GLANDS                                         
                                     PALATE                                                                                                              
                Visit 6/TX2/Day 0    MANDIBULAR           KERATOSIS AND MILD ERYTHEMA 44 RIDGE CREST, TRAUMATIC IN APPEARANCE                            
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MANDIBULAR           ERYTHEMA 31 32 REGION MILD. APPEARNCE OF MILD DENTURE TRAUMA.                                  
                                     MUCOGINGIVAL FOLD                                                                                                   
                                     MAXILLARY            PINPOINT ERYTHEMA POSTERIORLY TUBEROSITY REGION                                                
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MAXILLARY HARD       PINPOINT ERYTHEMA, APPEARANCE OF MINOR SALIVARY GLANDS                                         
                                     PALATE                                                                                                              
                Visit 7/TX2/Day 3    MANDIBULAR           KERATOSIS AND MILD ERYTHEMA 44 RIDGE CREST, TRAUMATIC IN APPEARANCE                            
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MANDIBULAR           ERYTHEMA 31 32 REGION MILD. APPEARNCE OF MILD DENTURE TRAUMA.                                  
                                     MUCOGINGIVAL FOLD                                                                                                   
                                     MAXILLARY            PINPOINT ERYTHEMA POSTERIORLY TUBEROSITY REGION MUCH IMPROVED                                  
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MAXILLARY HARD       PINPOINT ERYTHEMA, APPEARANCE OF MINOR SALIVARY GLANDS                                         
                                     PALATE                                                                                                              
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                   Data Listing 2.2                                                                      
                                                            Oral Soft Tissue Abnormalities                                                               
                                                                   Safety Population                                                                     
Treatment Group: Weekly Use Tablet                                                                                                                       
_________________________________________________________________________________________________________________________________________________________
Subject                                                                                                                                                  
Number          Visit                Soft Tissue Type     Abnormality description                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

      Visit 8/TX2/Day 7    MANDIBULAR           KERATOSIS AND MILD ERYTHEMA 44 RIDGE CREST, TRAUMATIC IN APPEARANCE                            
                           EDENTULOUS GINGIVAL                                                                                                 
                           MUCOSA                                                                                                              
                           MANDIBULAR           ERYTHEMA 31 32 REGION MILD. APPEARNCE OF MILD DENTURE TRAUMA.                                  
                           MUCOGINGIVAL FOLD                                                                                                   
                           MAXILLARY            PINPOINT ERYTHEMA POSTERIORLY TUBEROSITY REGION                                                
                           EDENTULOUS GINGIVAL                                                                                                 
                           MUCOSA                                                                                                              
                           MAXILLARY HARD       PINPOINT ERYTHEMA, APPEARANCE OF MINOR SALIVARY GLANDS                                         
                           PALATE                                                                                                              

     
      Visit                BUCCAL MUCOSA        VASCULAR LESION 3MM IN DIAMETER OVERLYING EXTERNAL OBLIQUE RIDGE                               
      1/TX1/Screening                                                                                                                          
                           MANDIBULAR           ERYTHEMA MILD 1MM DIAMETER 46 REGION RIDGE CREST                                               
                           EDENTULOUS GINGIVAL                                                                                                 

                                     MUCOSA                                                                                                              
                                     MAXILLARY            LEAF FIBROMA, PEDUNCULATED 3MM IN DIAMETER 25 REGION BUCCAL RIDGE CREST                        
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                Visit 2/TX1/Day 0    BUCCAL MUCOSA        VASCULAR LESION 3MM IN DIAMETER OVERLYING EXTERNAL OBLIQUE RIDGE                               
                                     MANDIBULAR           ERYTHEMA MILD 1MM DIAMETER 46 REGION RIDGE CREST                                               
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MAXILLARY            LEAF FIBROMA, PEDUNCULATED 3MM IN DIAMETER 25 REGION BUCCAL RIDGE CREST                        
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                   Data Listing 2.2                                                                      
                                                            Oral Soft Tissue Abnormalities                                                               
                                                                   Safety Population                                                                     
Treatment Group: Weekly Use Tablet                                                                                                                       
_________________________________________________________________________________________________________________________________________________________
Subject                                                                                                                                                  
Number          Visit                Soft Tissue Type     Abnormality description                                                                        

ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ
      Visit 3/TX1/Day 3    MAXILLARY            LEAF FIBROMA, PEDUNCULATED 3MM IN DIAMETER 25 REGION BUCCAL RIDGE CREST                        
                           EDENTULOUS GINGIVAL                                                                                                 
                           MUCOSA                                                                                                              

                                     SUBLINGUAL AREA      ERYTHEMA ABRASION 3MM DIAMETER DENTURE TRAUMA                                                  
                Visit 4/TX1/Day 7    MANDIBULAR           NEW AREA OF ABRASION 42 REGION, 1MM IN DIAMETER, APPEARANCE OF TRAUMA                          
                                     MUCOGINGIVAL FOLD                                                                                                   
                                     MAXILLARY            LEAF FIBROMA, PEDUNCULATED 3MM IN DIAMETER 25 REGION BUCCAL RIDGE CREST                        
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                Visit 5/TX2/Day -1   BUCCAL MUCOSA        INFLAMMATION LESION 3MM IN DIAMETER OVERLYING EXTERNAL OBLIQUE RIDGE                           
                                     MAXILLARY            LEAF FIBROMA, PEDUNCULATED 3MM IN DIAMETER 25 REGION BUCCAL RIDGE CREST                        
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                Visit 6/TX2/Day 0    BUCCAL MUCOSA        INFLAMMATION LESION 3MM IN DIAMETER OVERLYING EXTERNAL OBLIQUE RIDGE MUCH                      
                                                           IMPROVED                                                                                      
                                     MAXILLARY            LEAF FIBROMA, PEDUNCULATED 3MM IN DIAMETER 25 REGION BUCCAL RIDGE CREST                        
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                Visit 7/TX2/Day 3    BUCCAL MUCOSA        INFLAMMATION LESION 3MM IN DIAMETER OVERLYING EXTERNAL OBLIQUE RIDGE, NO CHANGE                
                                     MAXILLARY            LEAF FIBROMA, PEDUNCULATED 3MM IN DIAMETER 25 REGION BUCCAL RIDGE CREST                        
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                Visit 8/TX2/Day 7    MAXILLARY            LEAF FIBROMA, PEDUNCULATED 3MM IN DIAMETER 25 REGION BUCCAL RIDGE CREST                        
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     TONGUE               ULCER 7MM DIAMETER, VENTRAL SURFACE OF TONGUE, CORRESPONDS WITH HISTORY OF                     
                                                           TRAUMA                                                                                        
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                   Data Listing 2.2                                                                      
                                                            Oral Soft Tissue Abnormalities                                                               
                                                                   Safety Population                                                                     
Treatment Group: Weekly Use Tablet                                                                                                                       
_________________________________________________________________________________________________________________________________________________________
Subject                                                                                                                                                  
Number          Visit                Soft Tissue Type     Abnormality description                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

     Visit                MAXILLARY HARD       MILD ERYTHEMA LOCALISED RIGHT 4MM DIAMETER LEFT 8MM DIAMETER                                   
     1/TX1/Screening      PALATE                                                                                                              
     Visit 2/TX1/Day 0    MAXILLARY HARD       ABNORMAL   LOCATION OF ABNORMALITY:   RIGHT AND LEFT      DESCRIBE                             
                          PALATE                                                                                                              
                                                ABNORMALITY:   MILD ERYTHEMA LOCALISED RIGHT 4MM DIAMETER LEFT 8MM DIAMETER                   
     Visit 3/TX1/Day 3    MANDIBULAR           LOWER RIGHT, ERYTHEMA/ABRASION, LOCALISED 4MM DIAMETER, APPEARANCE OF DENTURE                  
                          EDENTULOUS GINGIVAL                                                                                                 
                          MUCOSA                                                                                                              
                                                TRAUMA                                                                                        
     Visit 4/TX1/Day 7    MANDIBULAR           LOCAKISED 3MM HEALING ABRASION                                                                 
                          EDENTULOUS GINGIVAL                                                                                                 
                          MUCOSA                                                                                                              
     Visit 6/TX2/Day 0    BUCCAL MUCOSA        TRAUMA LOCALISED 2MM DIAMETER IMPRESSION CHEEK BITING                                          

     
     Visit                BUCCAL MUCOSA        LOWER LEFT REGION  3MM NODULES, VARICOSE VEIN, TRAUMA, LIP BITING,                             
     1/TX1/Screening                                                                                                                          
                          LABIAL MUCOSA        BROWN PATCH PIGMENTATION 4MM DIAMETER LOWER LIP ADJACENT TO 32 33 REGION                       
                          MANDIBULAR           SMALL LINEAR WHITE PATCH 41-32 REGION, 1 MM DIAMATER, RIDGE CREST                              
                          EDENTULOUS GINGIVAL                                                                                                 

                                     MUCOSA                                                                                                              
                                     MAXILLARY            ERYTHEMA OF PAPILLA INCISIVE, PLACED ON TOP OF ALVEOLAR RIDGE, DUE TO THE                      
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                                           DENTURE TRAUMA                                                                                
                                     MAXILLARY HARD       PALATAL SIDE OF ALVEOLAR RIDGE 16 REGION, ERYTHEMA 9MM DIAMETER                                
                                     PALATE                                                                                                              
                                     MAXILLARY            DENTURE TRAUMA, ABOVE 15 14 REGION PINPOINT ERYTHEMA                                           
                                     MUCOGINGIVAL FOLD                                                                                                   
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                   Data Listing 2.2                                                                      
                                                            Oral Soft Tissue Abnormalities                                                               
                                                                   Safety Population                                                                     
Treatment Group: Weekly Use Tablet                                                                                                                       
_________________________________________________________________________________________________________________________________________________________
Subject                                                                                                                                                  
Number          Visit                Soft Tissue Type     Abnormality description                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

   Visit 2/TX1/Day 0    BUCCAL MUCOSA        LEFT REGION COMMISSURA HEIGHT, 3MM NODULE, VARICOSE VEIN, TRAUMA DUE TO LIP                    
                                              BITING                                                                                        
                        LABIAL MUCOSA        BROWN PATCH HYPER PIGMENTATION 4MM DIAMETER LOWER LIP ADJACENT TO 32-33 REGION                 

                                     MANDIBULAR           SMALL LINEAR WHITE PATCH 41-32 REGION, 1MM DIAMETER, RIDGE CREST                               
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MAXILLARY            ERYTHEMA OF PAPILLA INCISIVE, PLACED ON TOP OF ALVEOLAR RIDGE, DUE TO THE                      
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                                           DENTURE TRAUMA                                                                                
                                     MAXILLARY HARD       PALATAL SIDE OF ALVEOLAR RIDGE 16 REGION , ERYTHEMA 9MM DIAMETER                               
                                     PALATE                                                                                                              
                                     MAXILLARY            DENTURE TRAUMA, ABOVE 15/14 REGION PINPOINT ERYTHEMA                                           
                                     MUCOGINGIVAL FOLD                                                                                                   
                Visit 3/TX1/Day 3    BUCCAL MUCOSA        LEFT REGION COMMISSURA HEIGHT, 3MM NODULE, VARICOSE VEIN, TRAUMA DUE TO LIP                    
                                                           BITING                                                                                        
                                     LABIAL MUCOSA        BROWN PATCH HYPER PIGMENTATION 4MM DIAMETER LOWER LIP ADJACENT TO 32-33 REGION                 
                                     MANDIBULAR           SMALL LINEAR WHITE PATCH 41-32 REGION, 1MM DIAMETER, RIDGE CREST                               
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MAXILLARY            ERYTHEMA OF PAPILLA INCISIVE, PLACED ON TOP OF ALVEOLAR RIDGE, DUE TO THE                      
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                                           DENTURE TRAUMA                                                                                
                                     MAXILLARY HARD       MUCH IMPROVED, PALATAL SIDE OF ALVEOLAR RIDGE 16 REGION , LESS INTENSIVELY RED                 
                                     PALATE                                                                                                              
                                                           ERYTHEMA, NOW 3MM DIAMETER,                                                                   
                Visit 4/TX1/Day 7    BUCCAL MUCOSA        LEFT REGION COMMISURA HEIGHT 3MM NODULE VARICOSE VEIN TRAUMA DUE TO LIP BITING                 
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                   Data Listing 2.2                                                                      
                                                            Oral Soft Tissue Abnormalities                                                               
                                                                   Safety Population                                                                     
Treatment Group: Weekly Use Tablet                                                                                                                       
_________________________________________________________________________________________________________________________________________________________
Subject                                                                                                                                                  
Number          Visit                Soft Tissue Type     Abnormality description                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

    Visit 4/TX1/Day 7    LABIAL MUCOSA        BROWN PATCH HYPER PIGMENTATION 4MM DIAMETER LOWER LIP ADJACENET TO 32-33 REGION                
                         MANDIBULAR           SMALL LINEAR WHITE PATCH 41-32 REGION 1MM DIAMETER RIDGE CREST                                 
                         EDENTULOUS GINGIVAL                                                                                                 

                                     MUCOSA                                                                                                              
                                     MAXILLARY            ERYTHEMA OF PAPILLA INCISIVA, PLACED ON TOP OF ALVEOLARRIDGE DUE TO THE                        
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                                           DENTURE TRAUMA                                                                                
                                     MAXILLARY HARD       MUCH IMPROVED PALATAL SIDE OF ALVEOLAR RIDGE 16 REGION LESS INTENSIVELY RED                    
                                     PALATE                                                                                                              
                                                           ERYTHEMA 3MM STILL                                                                            
                Visit 5/TX2/Day -1   BUCCAL MUCOSA        LEFT REGION COMMISSURA HEIGHT, 3MM NODULE, VARICOSE VEIN, TRAUMA DUE TO LIP                    
                                                           BITING                                                                                        
                                     LABIAL MUCOSA        BROWN PATCH PIGMENTATION 4MM DIAMETER LOWER LIP ADJACENT TO 32 33 REGION                       
                                     MANDIBULAR           SMALL LINEAR WHITE PATCH 41-32 REGION, 1 MM DIAMATER, RIDGE CREST                              
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MAXILLARY            ERYTHEMA OF PAPILLA INCISIVE, PLACED ON TOP OF ALVEOLAR RIDGE, DUE TO THE                      
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                                           DENTURE TRAUMA                                                                                
                                     MAXILLARY HARD       PALATAL SIDE OF ALVEOLAR RIDGE 16 REGION, ERYTHEMA 2MM DIAMETER                                
                                     PALATE                                                                                                              
                Visit 6/TX2/Day 0    BUCCAL MUCOSA        LEFT REGION COMMISSURA HEIGHT, 3MM NODULE, VARICOSE VEIN, TRAUMA DUE TO LIP                    
                                                           BITING                                                                                        
                                     LABIAL MUCOSA        BROWN PATCH PIGMENTATION 4MM DIAMETER LOWER LIP ADJACENT TO 32 33 REGION                       
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                   Data Listing 2.2                                                                      
                                                            Oral Soft Tissue Abnormalities                                                               
                                                                   Safety Population                                                                     
Treatment Group: Weekly Use Tablet                                                                                                                       
_________________________________________________________________________________________________________________________________________________________
Subject                                                                                                                                                  
Number          Visit                Soft Tissue Type     Abnormality description                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

      Visit 6/TX2/Day 0    MANDIBULAR           SMALL LINEAR WHITE PATCH 41-32 REGION, 1 MM DIAMATER, RIDGE CREST                              
                           EDENTULOUS GINGIVAL                                                                                                 

                                     MUCOSA                                                                                                              
                                     MAXILLARY            ERYTHEMA OF PAPILLA INCISIVE, PLACED ON TOP OF ALVEOLAR RIDGE, DUE TO THE                      
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                                           DENTURE TRAUMA                                                                                
                                     MAXILLARY HARD       PALATAL SIDE OF ALVEOLAR RIDGE 16 REGION, ERYTHEMA 2MM DIAMETER                                
                                     PALATE                                                                                                              
                Visit 7/TX2/Day 3    BUCCAL MUCOSA        LEFT REGION COMMISSURA HEIGHT, 3MM NODULE, VARICOSE VEIN, TRAUMA DUE TO LIP                    
                                                           BITING                                                                                        
                                     LABIAL MUCOSA        BROWN PATCH PIGMENTATION 4MM DIAMETER LOWER LIP ADJACENT TO 32 33 REGION                       
                                     MANDIBULAR           SMALL LINEAR WHITE PATCH 41-32 REGION, 1 MM DIAMATER, RIDGE CREST                              
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MAXILLARY            ERYTHEMA OF PAPILLA INCISIVE PLACED ON ALVEOLAR RIDGE DUE TO DENTURE TRAUMA                    
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                Visit 8/TX2/Day 7    BUCCAL MUCOSA        LEFT REGION COMMISSURA HEIGHT, 3MM NODULE, VARICOSE VEIN, TRAUMA DUE TO LIP                    
                                                           BITING                                                                                        
                                     LABIAL MUCOSA        BROWN PATCH PIGMENTATION 4MM DIAMETER LOWER LIP ADJACENT TO 32 33 REGION                       
                                     MANDIBULAR           SMALL LINEAR WHITE PATCH 41-32 REGION, 1 MM DIAMATER, RIDGE CREST                              
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MAXILLARY            ERYTHEMA OF PAPILLA INCISIVE PLACED ON ALVEOLAR RIDGE DUE TO DENTURE TRAUMA                    
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                   Data Listing 2.2                                                                      
                                                            Oral Soft Tissue Abnormalities                                                               
                                                                   Safety Population                                                                     
Treatment Group: Weekly Use Tablet                                                                                                                       
_________________________________________________________________________________________________________________________________________________________
Subject                                                                                                                                                  
Number          Visit                Soft Tissue Type     Abnormality description                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

     Visit                BUCCAL MUCOSA        KERATOSIS OCCLUSAL PLANE 2MM DIAMETER                                                          
     1/TX1/Screening                                                                                                                          

                           GINGIVAL MUCOSA      MODERATE INFLAMMATION LR3                                                                      
                                     MAXILLARY            LEFT CANINE REGION 5MMX2MM MULTIPLE SMALL NODULES AND SAME APPEARANCE ON UPPER                 
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                                           RIGHT EXTENDING FROM UR2 - UR5 REGION                                                         
                                     MAXILLARY HARD       MILD PIN POINT ERYTHEMA EXTENDING 15MM FROM MIDLINE LEFT AND RIGHT POSTERIOR                   
                                     PALATE                                                                                                              
                                                           HARD PALLATE  BOUNDARY HARD/SOFT PALLATE, L & R 4MM DIAMETER RED IRREGULAR                    
                                                           PATCHES                                                                                       
                                     TONGUE               LATERAL BORDER WHITE PATCH ANTERIOR THIRD 6MM DIAMETER HYPER KERATOSIS  DORSUM                 
                                                           OF TONGUE IS FISSURED, GENERALISED                                                            
                Visit 2/TX1/Day 0    BUCCAL MUCOSA        KERATOSIS OCCLUSAL PLANE 2MM DIAMETER                                                          
                                     GINGIVAL MUCOSA      MODERATE INFLAMMATION LR3 LESS RED AT LAST VIVIT                                               
                                     MAXILLARY            LEFT CANAINE REGION 5MMX2MM MULTIPLE SMALL NODULES AND SAME APPEARANCE ON                      
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                                           UPPER RIGHT EXTENDING FROM UR2 - UR5 REGION                                                   
                                     MAXILLARY HARD       MILD PIN POINT ERYTHEMA EXTENDING 15MM FROM MIDLINE LEFT AND RIGHT POSTERIOR                   
                                     PALATE                                                                                                              
                                                           HARD PALLATE  BOUNDARY HARD/SOFT PALLATE, L & R 4MM DIAMETER RED IRREGULAR                    
                                                           PATCHES                                                                                       
                                     TONGUE               LATERAL BORDER WHITE PATCH ANTERIOR THIRD 3MM DIAMETER HYPER KERATOSIS  DORSUM                 
                                                           OF TONGUE IS FISSURED, GENERALISED                                                            
                Visit 3/TX1/Day 3    BUCCAL MUCOSA        KERATOSIS OCCLUSAL PLANE 2MM DIAMETER REDUCED, NOW INDISTUINGUISHABLE FROM                     
                                                           NORMAL ANATOMY                                                                                
                                     GINGIVAL MUCOSA      MODERATE INFLAMMATION (TISSUE CONTOUR) LR3, FURTHER REDUCTION AND LESS IN                      
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                   Data Listing 2.2                                                                      
                                                            Oral Soft Tissue Abnormalities                                                               
                                                                   Safety Population                                                                     
Treatment Group: Weekly Use Tablet                                                                                                                       
_________________________________________________________________________________________________________________________________________________________
Subject                                                                                                                                                  
Number          Visit                Soft Tissue Type     Abnormality description                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

      Visit 3/TX1/Day 3    GINGIVAL MUCOSA       REDNESS                                                                                       
                           MAXILLARY            LEFT CANINE REGION 5MMX2MM MULTIPLE SMALL NODULES AND SAME APPEARANCE ON UR                    
                           EDENTULOUS GINGIVAL                                                                                                 

                                     MUCOSA                                                                                                              
                                                           EXTENDING FROM UR2-UR5 REGION                                                                 
                                     MAXILLARY HARD       REDUCED REDNESS MILD PIN POINT ERYTHEMA EXTENDING 15MM FROM MIDLINE L & R                      
                                     PALATE                                                                                                              
                                                           POSTERIOR HARD PALLATE BOUNDARY HARD/SOFT PALLATE L & R 4MM DIAMETER RED                      
                                                           IRREGULAR PATCHES                                                                             
                                     TONGUE               LATERAL BORDER WHITE PATCH ANTERIOR THIRD, REDUCED, NOW ONLY JUST VISIBLE,                     
                                                           MILD KERATOSIS, DORSUM OF THE TONGUE IS FISSURED GENERALISED                                  
                Visit 4/TX1/Day 7    GINGIVAL MUCOSA      MILD INFLAMMATION (TISSUE CONTOUR) VERY SLIGHT REDNESS LOWER RIGHT 3                           
                                     MAXILLARY            LEFT CANINE REGION 5MMX2MM MULTIPLE SMALL NODULES AND SAME APPEARANCE ON UR                    
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                                           EXTENDING FROM UR2-UR5 REGION                                                                 
                                     MAXILLARY HARD       REDUCED REDNESS MILD PIN POINT ERYTHEMA EXTENDING 15MM FROM MIDLINE L & R                      
                                     PALATE                                                                                                              
                                                           POSTERIOR HARD PALLATE BOUNDARY HARD/SOFT PALLATE L & R 4MM DIAMETER RED                      
                                                           IRREGULAR PATCHES                                                                             
                Visit 5/TX2/Day -1   GINGIVAL MUCOSA      MILD INFLAMMATION (TISSUE CONTOUR) VERY SLIGHT REDNESS LOWER RIGHT 3                           
                                     MAXILLARY            LEFT CANINE REGION 5MMX2MM MULTIPLE SMALL NODULES AND SAME APPEARANCE ON UR                    
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                                           EXTENDING FROM UR2-UR5 REGION                                                                 
                                     MAXILLARY HARD       REDUCED REDNESS MILD PIN POINT ERYTHEMA EXTENDING 15MM FROM MIDLINE L & R                      
                                     PALATE                                                                                                              
                                                           POSTERIOR HARD PALLATE BOUNDARY HARD/SOFT PALLATE L & R 4MM DIAMETER RED                      
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                   Data Listing 2.2                                                                      
                                                            Oral Soft Tissue Abnormalities                                                               
                                                                   Safety Population                                                                     
Treatment Group: Weekly Use Tablet                                                                                                                       
_________________________________________________________________________________________________________________________________________________________
Subject                                                                                                                                                  
Number          Visit                Soft Tissue Type     Abnormality description                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

     Visit 5/TX2/Day -1   MAXILLARY HARD        IRREGULAR PATCHES                                                                             
                          PALATE                                                                                                              
     Visit 6/TX2/Day 0    GINGIVAL MUCOSA      MILD INFLAMMATION (TISSUE CONTOUR) VERY SLIGHT REDNESS LOWER RIGHT 3                           
                          MAXILLARY            LEFT CANINE REGION 5MMX2MM MULTIPLE SMALL NODULES AND SAME APPEARANCE ON UR                    
                          EDENTULOUS GINGIVAL                                                                                                 
                          MUCOSA                                                                                                              
                                                EXTENDING FROM UR2-UR5 REGION                                                                 
                          MAXILLARY HARD       PINPOINT ERYTHEMA UNCHANGED PATCHES ON LEFT AND RIGHT POSTERIOR LESS RED                       
                          PALATE                                                                                                              
     Visit 7/TX2/Day 3    MAXILLARY            LEFT CANINE REGION 5MMX2MM MULTIPLE SMALL NODULES AND SAME APPEARANCE ON UR                    
                          EDENTULOUS GINGIVAL                                                                                                 
                          MUCOSA                                                                                                              
                                                EXTENDING FROM UR2-UR5 REGION                                                                 
                          MAXILLARY HARD       PINPOINT ERYTHEMA UNCHANGED PATCHES ON LEFT AND RIGHT POSTERIOR LESS RED                       
                          PALATE                                                                                                              
     Visit 8/TX2/Day 7    MAXILLARY            LEFT CANINE REGION 5MMX2MM MULTIPLE SMALL NODULES AND SAME APPEARANCE ON UR                    
                          EDENTULOUS GINGIVAL                                                                                                 
                          MUCOSA                                                                                                              
                                                EXTENDING FROM UR2-UR5 REGION                                                                 
                          MAXILLARY HARD       MILD PINPOINT ERYTHEMA LEFT AND RIGHT. NO OTHER ABNORMALITIES (POSTERIOR                       
                          PALATE                                                                                                              
                                                PATCHES NOW NORMAL)                                                                           

     
     Visit                BUCCAL MUCOSA        NODULE ON COMMISURA HEIGHT DUE TO TRAUMA ON LEFT SIDE.  LEUKOPLAKIA OR                         
     1/TX1/Screening                                                                                                                          
                                                HYPERKERATOSIS ON COMMISURA HEIGHT ON RIGHT SIDE.                                             
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                   Data Listing 2.2                                                                      
                                                            Oral Soft Tissue Abnormalities                                                               
                                                                   Safety Population                                                                     
Treatment Group: Weekly Use Tablet                                                                                                                       
_________________________________________________________________________________________________________________________________________________________
Subject                                                                                                                                                  
Number          Visit                Soft Tissue Type     Abnormality description                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

     Visit                MAXILLARY            HYPERKERATOSIS 27-28 REGION                                                                    
     1/TX1/Screening      EDENTULOUS GINGIVAL                                                                                                 
                          MUCOSA                                                                                                              

                                     TONGUE               LOTS OF YELLOWISH DEBRIS PRESENT                                                               
                Visit 2/TX1/Day 0    BUCCAL MUCOSA        NODULE ON COMMISURA HEIGHT DUE TO TRAUMA LEFT SIDE.  LEUKOPLAKIA OR                            
                                                           HYPERKERATOSIS ON COMMISURA HEIGHT ON RIGHT SIDE.                                             
                                     MAXILLARY            HYPERKERATSOSIS 27-28 REGION                                                                   
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     TONGUE               YELLOWISH DEBRIS/COATING                                                                       
                Visit 3/TX1/Day 3    BUCCAL MUCOSA        NODULE ON COMMISURA HEIGHT DUE TO TRAUMA.  LEUKOPLAKIA OR HYPERKERATOSIS ON                    
                                                           COMMISURA HEIGHT                                                                              
                                     MAXILLARY            HYPERKERATOSIS 27-28 REGION                                                                    
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     TONGUE               YELLOWISH DEBRIS/COATING ON TONGUE                                                             
                Visit 4/TX1/Day 7    BUCCAL MUCOSA        NODULE ON COMMISURE HEIGHT DUE TO TRAUMA.  LEUKOPLAKIA OR HYPERKERATOSIS ON                    
                                                           COMMISURE HEIGHT                                                                              
                                     MAXILLARY            HYPERKERATOSIS 27-28 REGION                                                                    
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     TONGUE               YELLOWISH DEBRIS/COATING ON TONGUE                                                             
                Visit 5/TX2/Day -1   BUCCAL MUCOSA        NODULE ON COMMISURE HEIGHT DUE TO TRAUMA.  LEUKOPLAKIA OR HYPERKERATOSIS ON                    
                                                           COMMISURE HEIGHT                                                                              
                                     MAXILLARY            HYPERKERATOSIS 27-28 REGION                                                                    
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     TONGUE               YELLOWISH DEBRIS/COATING ON TONGUE                                                             
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                   Data Listing 2.2                                                                      
                                                            Oral Soft Tissue Abnormalities                                                               
                                                                   Safety Population                                                                     
Treatment Group: Weekly Use Tablet                                                                                                                       
_________________________________________________________________________________________________________________________________________________________
Subject                                                                                                                                                  
Number          Visit                Soft Tissue Type     Abnormality description                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

      Visit 6/TX2/Day 0    BUCCAL MUCOSA        NODULE ON COMMISURE HEIGHT DUE TO TRAUMA                                                       
                           MAXILLARY            HYPERKERATOSIS 27-28 REGION                                                                    
                           EDENTULOUS GINGIVAL                                                                                                 
                           MUCOSA                                                                                                              
                           TONGUE               YELLOWISH DEBRIS/COATING ON TONGUE                                                             
      Visit 7/TX2/Day 3    BUCCAL MUCOSA        NODULE ON COMMISURA HEIGHT DUE TO TRAUMA ON LEFT SIDE.  LEUKOPLAKIA OR                         
                                                 HYPERKERATOSIS ON COMMISURA HEIGHT ON RIGHT SIDE.                                             
                           MAXILLARY            HYPERKERATOSIS 27-28 REGION                                                                    
                           EDENTULOUS GINGIVAL                                                                                                 
                           MUCOSA                                                                                                              
                           TONGUE               YELLOWISH DEBRIS/COATING ON TONGUE                                                             
      Visit 8/TX2/Day 7    BUCCAL MUCOSA        NODULE ON COMMISURA HEIGHT DUE TO TRAUMA ON LEFT SIDE.  LEUKOPLAKIA OR                         
                                                 HYPERKERATOSIS ON COMMISURA HEIGHT ON RIGHT SIDE.                                             
                           MAXILLARY            HYPERKERATOSIS 27-28 REGION                                                                    
                           EDENTULOUS GINGIVAL                                                                                                 
                           MUCOSA                                                                                                              
                           TONGUE               LESS YELLOWISH DEBRIS/COATING ON TONGUE                                                        

     
      Visit 3/TX1/Day 3    MAXILLARY SOFT       2MM BLOOD PETECHIAE HISTORY OF TRAUMA                                                          
                           PALATE                                                                                                              

     
      Visit                LABIAL MUCOSA        MILD ANGULAR CHELITIS LEFT COMMISURE                                                           
      1/TX1/Screening                                                                                                                          
                           MAXILLARY            UPPER RIGHT 6 REGION ALVEOLAR CREST BUCCAL 4MM X 1MM RED AREA                                  

                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MAXILLARY HARD       MILD PINPOINT ERYTHEMA AROUND MIDLINE LESS THAN A DOZEN POINTS                                 
                                     PALATE                                                                                                              
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                   Data Listing 2.2                                                                      
                                                            Oral Soft Tissue Abnormalities                                                               
                                                                   Safety Population                                                                     
Treatment Group: Weekly Use Tablet                                                                                                                       
_________________________________________________________________________________________________________________________________________________________
Subject                                                                                                                                                  
Number          Visit                Soft Tissue Type     Abnormality description                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

    Visit 2/TX1/Day 0    LABIAL MUCOSA        MILD ANGULAR CHELITIS LEFT COMMISURE                                                           
                         MAXILLARY            UPPER RIGHT 6 REGION ALVEOLAR CREST BUCCAL 4MM X 1MM RED AREA                                  
                         EDENTULOUS GINGIVAL                                                                                                 

                                     MUCOSA                                                                                                              
                                     MAXILLARY HARD       MILD PINPOINT ERYTHEMA AROUND MIDLINE LESS THAN A DOZEN POINTS                                 
                                     PALATE                                                                                                              
                Visit 3/TX1/Day 3    LABIAL MUCOSA        MILD ANGULAR CHEILITIS LEFT COMMISURE                                                          
                                     MAXILLARY            UR 6 REGION ALVEOLAR CREST BUCCAL 4MM X 1MM DECREASED ERYTHEMA                                 
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MAXILLARY HARD       MILD PINPOINT ERYTHEMA AROUND MIDLINE LESS THAN A DOZEN POINTS REDUCED REDNESS                 
                                     PALATE                                                                                                              
                                                           TODAY                                                                                         
                Visit 4/TX1/Day 7    LABIAL MUCOSA        MILD ANGULAR CHEILITIS LEFT COMMISURE                                                          
                                     MAXILLARY            VERY MILD ERYTHEMA                                                                             
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MAXILLARY HARD       MINAMAL PINPOINT ERYTHEMA. FOUR WHITE PATCHES 2MM DIAMETER EACH, ADJACENT TO                   
                                     PALATE                                                                                                              
                                                           EACH OTHER IN HORSESHOE PATTERN MIDLINE HARD PALATE ANTERIOR ?TRAUMA.                         
                Visit 5/TX2/Day -1   LABIAL MUCOSA        MILD ANGULAR CHEILITIS LEFT COMMISURE                                                          
                                     MAXILLARY            VERY MILD ERYTHEMA                                                                             
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                                     MAXILLARY HARD       2 WHITE PATCHES LEFT HAND SIDE FROM THE MIDLINE                                                
                                     PALATE                                                                                                              
                Visit 6/TX2/Day 0    LABIAL MUCOSA        MILD ANGULAR CHEILITIS LEFT COMMISURE                                                          
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Protocol: 205202                                                                                                              Program Run Date: 22JUL2017
                                                                   Data Listing 2.2                                                                      
                                                            Oral Soft Tissue Abnormalities                                                               
                                                                   Safety Population                                                                     
Treatment Group: Weekly Use Tablet                                                                                                                       
_________________________________________________________________________________________________________________________________________________________
Subject                                                                                                                                                  
Number          Visit                Soft Tissue Type     Abnormality description                                                                        
ƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒƒ

    Visit 6/TX2/Day 0    MAXILLARY            VERY MILD ERYTHEMA                                                                             
                         EDENTULOUS GINGIVAL                                                                                                 

                                     MUCOSA                                                                                                              
                                     MAXILLARY HARD       2 WHITE PATCHES LEFT HAND SIDE FROM THE MIDLINE                                                
                                     PALATE                                                                                                              
                Visit 7/TX2/Day 3    LABIAL MUCOSA        MILD ANGULAR CHEILITIS LEFT   COMMISURE                                                        
                                     MAXILLARY            VERY MILD ERYTHEMA                                                                             
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
                Visit 8/TX2/Day 7    LABIAL MUCOSA        MILD ANGULAR CHEILITIS LEFT   COMMISURE, SOME REDUCTION                                        
                                     MAXILLARY            VERY MILD ERYTHEMA                                                                             
                                     EDENTULOUS GINGIVAL                                                                                                 
                                     MUCOSA                                                                                                              
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Day -1(Pre) Day -1(Post) Baseline(Pre) Day 0(Post) Day 3(Pre) Day 3(Post) Day 7(Pre) Day 7(Post)

Protocol: 205202  Program Run Date: 06DEC2017
Figure 9.1.1

Plot of Log10(Count+1) Mean ± SE of Aerobic Bacteria Microbial Count (CFU/disc) for the Denture Disc Sample by Visit and Treatment
Intent to Treat Population

Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) – German Marketed Product
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) – German Marketed Product

Daily Use Tablet
Weekly Use Tablet
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Protocol: 205202  Program Run Date: 06DEC2017
Figure 9.1.2

Plot of Log10(Count+1) Mean ± SE of Anaerobic Bacteria Microbial Count (CFU/disc) for the Denture Disc Sample by Visit and Treatment
Intent to Treat Population

Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) – German Marketed Product
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) – German Marketed Product

Daily Use Tablet
Weekly Use Tablet
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Protocol: 205202  Program Run Date: 06DEC2017
Figure 9.1.3

Plot of Log10(Count+1) Mean ± SE of Candidal Microbial Count (CFU/disc) for the Denture Disc Sample by Visit and Treatment
Intent to Treat Population

Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) – German Marketed Product
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) – German Marketed Product

Daily Use Tablet
Weekly Use Tablet
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Protocol: 205202  Program Run Date: 06DEC2017
Figure 9.2.1

Plot of Log10(Count+1) Mean ± SE of Aerobic Bacteria Microbial Count (CFU/denture) for the Denture Sonicate by Visit and Treatment
Intent to Treat Population

Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) – German Marketed Product
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) – German Marketed Product

Daily Use Tablet
Weekly Use Tablet
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Protocol: 205202  Program Run Date: 06DEC2017
Figure 9.2.2

Plot of Log10(Count+1) Mean ± SE of Anaerobic Bacteria Microbial Count (CFU/denture) for the Denture Sonicate by Visit and Treatment
Intent to Treat Population

Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) – German Marketed Product
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) – German Marketed Product

Daily Use Tablet
Weekly Use Tablet

 

                                     

 

- Figure 9.2.2.pdf

V
olum

e 1   Page 197 of 346  D
oc Pg 1 of 1

D
ocum

ent V
ersion:1.0,C

U
R

R
EN

T,M
ost-R

ecent,Effective

Page 201 of 351

 

Document Name  

Type Version Document Identifier Effective Date 

    

Reason For Issue  
 

 

 

 

 

 

 

 

 

 

 

 

 

 

15-Dec-2017 15:17:33eldo_controlled 1.0; CURRENT; Most-Recent; Effective

205202 Synopsis

Auto Issue
090032d580dd428c

Page 202 of 442

 

Document Name  

Type Version Document Identifier Effective Date 

    

Reason For Issue  
 

 

 

 

 

 

 

 

 

 

 

 

 

 

gsk-205202-clinical-study-report.pdf

eldo_controlled 0.2; CURRENT; Most-Recent; Reviewed 090032d581229ab2

CCI
CCI

PPD



M
ic

ro
bi

al
 C

ou
nt

 L
og

10
(C

F
U

/D
en

tu
re

)

0.0

0.5

1.0

1.5

2.0

2.5

3.0

Visit

Baseline(Pre) Day 7(Post)

Protocol: 205202  Program Run Date: 06DEC2017
Figure 9.2.3

Plot of Log10(Count+1) Mean ± SE of Candidal Microbial Count (CFU/denture) for the Denture Sonicate by Visit and Treatment
Intent to Treat Population

Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) – German Marketed Product
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) – German Marketed Product

Daily Use Tablet
Weekly Use Tablet
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Protocol: 205202  Program Run Date: 06DEC2017
Figure 9.3.1

Raw Mean Plaque Score in Tissue Fitting Surfaces for Day 0 (pre-Treatment), Day 3 and Day 7 by Visit and Treatment
Intent to Treat Population

denture including the teeth using the modification of the Clinical Categorization of Denture Cleanliness Index (Blair et al., 1995).
*Dentures can accumulate plaque and stain over time. The plaque on the denture will be measured by assessing the surfaces of the
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) – German Marketed Product
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) – German Marketed Product

Daily Use Tablet
Weekly Use Tablet
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Protocol: 205202  Program Run Date: 06DEC2017
Figure 9.3.2

Raw Mean Plaque Score in Polished Surfaces for Day 0 (pre-Treatment), Day 3 and Day 7 by Visit and Treatment
Intent to Treat Population

denture including the teeth using the modification of the Clinical Categorization of Denture Cleanliness Index (Blair et al., 1995).
*Dentures can accumulate plaque and stain over time. The plaque on the denture will be measured by assessing the surfaces of the
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) – German Marketed Product
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) – German Marketed Product

Daily Use Tablet
Weekly Use Tablet
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Protocol: 205202  Program Run Date: 06DEC2017
Figure 9.3.3

Raw Mean Plaque Score in Denture Teeth Surfaces for Day 0 (pre-Treatment), Day 3 and Day 7 by Visit and Treatment
Intent to Treat Population

denture including the teeth using the modification of the Clinical Categorization of Denture Cleanliness Index (Blair et al., 1995).
*Dentures can accumulate plaque and stain over time. The plaque on the denture will be measured by assessing the surfaces of the
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) – German Marketed Product
Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) – German Marketed Product

Daily Use Tablet
Weekly Use Tablet
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Protocol: 205202 

Figure 9.4.1 

 Stacked Bar Chart of all Microbial species by Treatment for Day 0 (pre-treatment) Day 3 and Day 7 for the Denture Disc Sample (ITT Population) 

 

Percentage (%) = (Total count of a microbial group /Total count of all microbial groups) *100 
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Protocol: 205202 

Figure 9.4.2 

Stacked Bar Chart of all Microbial species by Visit and by Treatment for Denture Disc Sample (ITT Population). 

 

Percentage (%) = (Total count of a microbial group /Total count of all microbial groups) *100 
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Protocol: 205202 

Figure 9.4.3 

Stacked Bar Chart of all Microbial species by Visit and by Treatment for Denture Sonicate sample (ITT Population) 

 

Percentage (%) = (Total count of a microbial group /Total count of all microbial groups) *100 
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Figure 9.5.1

Raw Mean Stain Score in Tissue Fitting Surfaces for Day 0 (pre-Treatment), Day 3 and Day 7 by Visit and Treatment
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modification of the Denture Cleanser Index (Mylonas et al., 2014) before and after use of the denture cleanser treatment regimens.
*Dentures can accumulate plaque and stain over time. Stain on the surfaces of the denture including the teeth will be assessed by
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Raw Mean Stain Score in Polished Surfaces for Day 0 (pre-Treatment), Day 3 and Day 7 by Visit and Treatment
Intent to Treat Population

modification of the Denture Cleanser Index (Mylonas et al., 2014) before and after use of the denture cleanser treatment regimens.
*Dentures can accumulate plaque and stain over time. Stain on the surfaces of the denture including the teeth will be assessed by
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Figure 9.5.3

Raw Mean Stain Score in Denture Teeth Surfaces for Day 0 (pre-Treatment), Day 3 and Day 7 by Visit and Treatment
Intent to Treat Population

modification of the Denture Cleanser Index (Mylonas et al., 2014) before and after use of the denture cleanser treatment regimens.
*Dentures can accumulate plaque and stain over time. Stain on the surfaces of the denture including the teeth will be assessed by
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Protocol: 205202  Program Run Date: 05DEC2017
Figure 9.6

Bar Chart for Mean +/- SE Subject Questionnaire Scores by Visit and Treatment
ITT Population

Study Population: ITT (N=19)
Parameter=Q1
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Protocol: 205202  Program Run Date: 05DEC2017
Figure 9.6

Bar Chart for Mean +/- SE Subject Questionnaire Scores by Visit and Treatment
ITT Population

Study Population: ITT (N=19)
Parameter=Q2
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Protocol: 205202  Program Run Date: 05DEC2017
Figure 9.6

Bar Chart for Mean +/- SE Subject Questionnaire Scores by Visit and Treatment
ITT Population

Study Population: ITT (N=19)
Parameter=Q3
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Protocol: 205202  Program Run Date: 05DEC2017
Figure 9.6

Bar Chart for Mean +/- SE Subject Questionnaire Scores by Visit and Treatment
ITT Population

Study Population: ITT (N=19)
Parameter=Q4
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Figure 9.7.1

Raw Mean Plaque Score of Tissue Fitting Surfaces at all pre-post Treatment Visits by Treatment
Intent to Treat Population

denture including the teeth using the modification of the Clinical Categorization of Denture Cleanliness Index (Blair et al., 1995).
*Dentures can accumulate plaque and stain over time. The plaque on the denture will be measured by assessing the surfaces of the
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Figure 9.7.2

Raw Mean Plaque Score of Polished Surfaces at all pre-post Treatment Visits by Treatment
Intent to Treat Population
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Figure 9.7.3

Raw Mean Plaque Score of Denture Teeth Surfaces at all pre-post Treatment Visits by Treatment
Intent to Treat Population

denture including the teeth using the modification of the Clinical Categorization of Denture Cleanliness Index (Blair et al., 1995).
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Figure 9.8.1

Raw Mean Stain Score of Tissue Fitting Surfaces at all pre-post Treatment Visits by Treatment
Intent to Treat Population

modification of the Denture Cleanser Index (Mylonas et al., 2014) before and after use of the denture cleanser treatment regimens.
*Dentures can accumulate plaque and stain over time. Stain on the surfaces of the denture including the teeth will be assessed by
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Raw Mean Stain Score of Polished Surfaces at all pre-post Treatment Visits by Treatment
Intent to Treat Population

modification of the Denture Cleanser Index (Mylonas et al., 2014) before and after use of the denture cleanser treatment regimens.
*Dentures can accumulate plaque and stain over time. Stain on the surfaces of the denture including the teeth will be assessed by
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Raw Mean Stain Score of Denture Teeth Surfaces at all pre-post Treatment Visits by Treatment
Intent to Treat Population

modification of the Denture Cleanser Index (Mylonas et al., 2014) before and after use of the denture cleanser treatment regimens.
*Dentures can accumulate plaque and stain over time. Stain on the surfaces of the denture including the teeth will be assessed by
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PROCESS FOR AMENDING THE PROTOCOL

Protocol modifications to ongoing studies which could potentially adversely affect the 
safety of subjects or which alter the scope of the investigation, the scientific quality of 
the study, the experimental design, dosages, duration of therapy, assessment 
variables, the number of subjects treated, or subject selection criteria are considered 
major/substantial amendments and must be made only after appropriate consultation 
between an appropriate representative of GSKCH and the investigator.

Details of amendments to the protocols should be recorded on the following page. 
Protocol modifications must be prepared by a representative of GSKCH.  All changes 
must be justified in the Reason for Amendment section of the following Protocol 
Amendment Page. Approval of amendments will be made by the original protocol 
signatories or their appropriate designees.

All major/substantial protocol modifications must be reviewed and approved by the 
appropriate IEC in accordance with local requirements, before the revised edition can 
be implemented. 

All non-substantial/ minor/ administrative amendments should be submitted to the 
IEC as per country specific requirements. In some countries pre-approval of a minor 
amendment is not required and will just be held on file by the sponsor and 
investigator.

 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 

- 205202 Protocol

Volume 1   Page 228 of 346  Doc Pg 11 of 75

Document Version:7.0,Most-Recent,Effective,CURRENT

Page 232 of 351

 

Document Name  

Type Version Document Identifier Effective Date 

    

Reason For Issue  
 

 

 

 

 

15-Dec-2017 15:17:33eldo_controlled 1.0; CURRENT; Most-Recent; Effective

205202 Synopsis

Auto Issue
090032d580dd428c

Page 233 of 442

 

Document Name  

Type Version Document Identifier Effective Date 

    

Reason For Issue  
 

 

 

 

 

gsk-205202-clinical-study-report.pdf

eldo_controlled 0.2; CURRENT; Most-Recent; Reviewed 090032d581229ab2



PROTOCOL AMENDMENT PAGE

Details of all amendments should be recorded in the table below. Affected sections should be listed in the table; the actual 
amendment/ change should be made in the relevant section of the main protocol. 
To highlight the change, the following features will be used: 
To add text: Use of CAPITAL LETTERS, BOLD AND UNDERLINE
To delete text: Use of Strikethrough e.g. strikethrough

Amendment 
No. & New 
Protocol 
Version No.

Type of Amendment Reason for Amendment Other Documents 
Requiring 
Amendment

Section(s) Amended PI Amendment 
Agreement
Signature & 
Date

Amendment 
No.: 1

Non-Substantial/Minor     Ethics committee did not 
provide permission to use 
the University of 
Glasgow Dental database 
to recruit subjects for the 
clinical study. Hence, this 
information has been 
removed from the 
protocol.

Informed Consent   
Yes No

Safety Statement     
Yes No

CRF                       
Yes No

 3.3, Type and 
Planned Number 
of Subjects

Signature:

Protocol 
Version No.:
3

Substantial/ Major           Date:

Amendment 
No.: 2

Non-Substantial/Minor     To change the size of the 
filter discs for the 
microbiological sampling 
from 13 mm to 10 mm to 
accommodate two filter 
discs in each quadrant for 
sampling.

Informed Consent   
Yes No

Safety Statement     
Yes No

CRF                       
Yes No

 6.1.12, 
Microbiology 
Samples – Disc 
Sampling and 
Denture Sonicate

Signature:

Protocol 
Version No.:
4

Substantial/ Major           Date:
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Amendment 
No. & New 
Protocol 
Version No.

Type of Amendment Reason for Amendment Other Documents 
Requiring 
Amendment

Section(s) Amended PI Amendment 
Agreement
Signature & 
Date

Amendment 
No.: 3

Non-Substantial/Minor     To remove Exclusion 
Criteria 8 b as it is 
already covered in 
Exclusion Criteria 8 a. 
This will prevent the 
confusion which the site 
is experiencing with 
regards to Exclusion 
Criteria 8 b about pre-
existing oral irritations.

Informed Consent   
Yes No

Safety Statement     
Yes No

CRF                       
Yes No

 4.2, Exclusion 
Criteria

Signature:

Protocol 
Version No.:
5

Substantial/ Major           Date:

Amendment 
No.: 4

Non-Substantial/Minor     To add two additional 
examiners and change 
Biostatistician in the 
clinical study.

Informed Consent   
Yes No

Safety Statement     
Yes No

CRF                       
Yes No

 Summary 
Information

Signature:

Protocol 
Version No.:
6

Substantial/ Major           Date:
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Date

Amendment 
No.: 5

Non-Substantial/Minor     As the subject dropout 
has been lower than 
expected, 17 evaluable 
subjects would be 
achieved without the 
need to randomize to the 
full maximum of 20 
randomised subjects. 
Therefore, rewording the 
appropriate sections to 
reflect this.

Informed Consent   
Yes No

Safety Statement     
Yes No

CRF                       
Yes No

 Synopsis: Type 
and Planned 
Number of 
Subjects

 3.3, Type and 
Planned Number 
of Subjects

 9.1, Sample Size 
Determination

Signature:

Protocol 
Version No.:
7

Substantial/ Major           Date:
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SCHEDULE OF EVENTS

Procedure/ Assessment

Treatment Period 1

W
as

h-
ou

t P
er

io
d 

be
tw

ee
n 

Tr
ea

tm
en

t S
ch

ed
ul

es
 

(7
 ±

 3
D

ay
s)

Treatment Period 2 

Visit 1
Screening

Visit 2 Visit 3 Visit 4 Visit 5 Visit 6 Visit 7 Visit 8

Day -1 Day 0 Day 3
(Day 0 + 

3d)
[±1d]

Day 7
(Day 0+ 

7d) 
[±1d] 

Day -1 Day 0 Day 3
(Day 0 + 

3d)
[±1d]

Day 7
(Day 0+ 

7d) 
[±1d]  

Pre 
prophy

Post 
prophy

Baseline 
(Pre-trt)

Post 
trt

Pre 
trt

Post 
trt

Pre 
trt

Post 
trt

Pre 
prophy

Post 
prophy

Baseline 
(Pre trt)

Post 
trt

Pre 
trt

Post 
trt

Pre 
trt

Post 
trt

Informed consent X
Demographics X
Medical History X
Dental History X
Current/Concomitant medication X X X X X X X X
Criteria for well made dentures X
Oral Soft Tissue (OST) examination –
edentulous X1 X2 X2 X2 X1 X2 X2 X2

Denture Bearing Tissue Score X
Denture Retention and Stability 
Assessment X

Inclusion /Exclusion Criteria X

Subject Eligibility X
Subject Adherence X X X X X X X
Subject Assessment Questionnaire
(SAQ) X X X X X X

Stain Assessment X X X X X X X X X X X X
Plaque assessment X X X X X X X X X X X X X X X X
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Procedure/ Assessment

Treatment Period 1

W
as

h-
ou

t P
er

io
d 

be
tw

ee
n 

Tr
ea

tm
en

t S
ch

ed
ul

es
 

(7
 ±

 3
D

ay
s )

Treatment Period 2
Visit 1

Screening
Visit 2 Visit 3 Visit 4 Visit 5 Visit 6 Visit 7 Visit 8

Day -1 Day 0 Day 3
[±1d]

Day 7
[±1d] 

Day -1 Day 0 Day 3
[±1d]

Day 7
[±1d]  

Pre 
prophy

Post 
prophy

Baseline 
(Pre-trt)

Post 
trt

Pre 
trt

Post 
trt

Pre 
trt

Post 
trt

Pre 
prophy

Post 
prophy

Baseline 
(Pre trt)

Post 
trt

Pre 
trt

Post 
trt

Baseline 
(Pre-trt)

Post 
trt

Microbiology Sample (Disc Sampling) X X X X X X X X X X X X X X X X
Microbiology Sample (Denture 
Sonicate) X X X X

Denture Prophylaxis & Dental 
Prophylaxis (if applicable) X X3 X X3

Dispense Diary Card X X
Return Diary Card X4 X4 X X4 X4 X
Compliance check X X X X
Treatment Randomisation X
Dispense Treatment / Supplies5 X X
Return Treatment/ Supplies5 X6 X X6 X
Supervised Product Use7 X X X X X X
Adverse Events X8 X X X X X X X
Incidents X X X X X X X
Study Conclusion/ Medical Sign-off X
1 OST is performed pre-prophylaxis.
2 OST is performed pre-treatment. 
3 Final Prophylaxis/cleaning of dentures and teeth (if applicable) to remove stains and build up, post all assessments and questionnaire.
4 Diary card brought back to the site for compliance check.
5 Study treatment/ supplies will include the assigned treatment product ,denture brush, measuring cylinder and timer.
6 Study treatment/ supplies brought to the site for compliance check and supervised product use.
7 For treatment period where subject is randomised to a weekly use, the supervised product use on Day 0 and Day 3 will be using water. The denture 
cleanser will only be used on Day 7.
8 Adverse events will be collected from prophylaxis at the Screening visit.
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PROTOCOL SYNOPSIS FOR STUDY 205202

Brief Summary
The study will investigate the changes in levels of plaque, stain, microbial counts and 
composition on the maxillary dentures after daily denture cleaning versus weekly 
cleaning.
This study will be conducted at the University of Glasgow Dental School, Glasgow, 
UK under the direction of the Principal Investigator Douglas Robertson and funded 
by GlaxoSmithKline Consumer Healthcare (GSK CH). 

Objectives and Endpoints

Primary Objective Endpoint
 To evaluate and compare the microbial count 

from Denture Disc Samples following daily 
use regimen of a denture cleanser compared to 
a single (once a week) use regimen on Day 7.

 Change from baseline (Day 
0 pre-treatment) in 
Microbial count on Day 7 
(post-treatment) from disc 
samples

Secondary Objective Endpoint
 To evaluate and compare the microbial count 

from the Denture Disc Samples following 
daily use regimen of a denture cleanser
compared to a single (once a week) use 
regimen on Day 3.

 Change from baseline (pre-
treatment) in Microbial 
count on Day 3 (post-
treatment) from disc 
samples

Exploratory Objectives Endpoints
 To evaluate and compare the microbial count 

from the Denture Sonicate following daily use 
regimen of a denture cleanser compared to a 
single (once a week) use regimen on Day 7. 

 Microbial count on Day 7 
(post-treatment) from 
Denture Sonicate

 To evaluate and compare plaque levels 
following daily use regimen of a denture 
cleanser compared to a single (once a week)
use regimen. 

 Change from baseline (Day 
0 pre-treatment) in plaque 
levels on Day 7 (post-
treatment)

 Change from baseline (Day 
0 pre-treatment) in plaque 
levels on Day 3 (post-
treatment)
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 To evaluate and compare the microbial 
composition from the Disc Samples following 
daily use regimen of a denture cleanser
compared to a single (once a week) use 
regimen.

 Change from Baseline (Day 
0 pre-treatment) in 
Microbial composition on 
Day 7 (post-treatment)

 Change from Baseline (Day 
0 pre-treatment) in 
Microbial composition on 
Day 3 (post-treatment)

 To evaluate and compare stain levels on the 
maxillary denture following daily use regimen 
of a denture cleanser compared to a single
(once a week) use regimen.

 Change from Baseline (Day 
0 pre-treatment) in stain 
levels on Day 7 (post-
treatment)

 Change from Baseline (Day 
0 pre-treatment) in stain 
levels on Day 3 (post-
treatment)

 To evaluate and compare the subject 
assessment questionnaire following daily use 
regimen of a denture cleanser compared to a 
single (once a week) use regimen.

 Change from pre-
prophylaxis (Day -1) in 
Subject assessment 
questionnaire on Day 7 
(post-treatment)

Study Design

Overall Design
This is a single-center, 2 treatment period, examiner-blind, randomised, 7 day 
crossover study in adult volunteers with a complete maxillary denture. This is a 
method development study to investigate the changes in the level of denture plaque, 
microbial counts, microbial composition and stain on the maxillary dentures after 
daily denture cleanser use versus dentures that are cleaned weekly.  
Screening (Visit 1): 
The following assessments will be conducted:

 Written informed consent
 Demographics
 Medical history
 Dental History
 Current and concomitant medications
 Criteria for well made dentures
 Oral Soft Tissue (OST) Examination – Edentulous
 Denture Bearing Tissue Score
 Denture Retention and Stability Assessment
 Inclusion/ Exclusion Criteria
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 Subject Eligibility
 Pre-prophylaxis measures:

o Subject Assessment Questionnaire (SAQ)
o Stain Assessment 
o Plaque Assessment 
o Microbiology Sample (Disc Sampling) 
o Microbiology Sample (Denture Sonicate) 

 Denture Prophylaxis & Dental Prophylaxis (if applicable)
 Post-prophylaxis measures

o Stain Assessment 
o Plaque Assessment
o Microbiology Sample (Disc Sampling) 

 Adverse Event Check
 Dispense Diary Card

Treatment Period 1 (Visit 2) & Treatment Period 2 (Visit 6): Day 0
The following assessments will be conducted:

 Current and Concomitant Medications
 Subject Adherence
 OST examination – Edentulous
 Pre-treatment measures:

o Stain Assessment 
o Plaque Assessment 
o Microbiology Sample (Disc Sampling) 

 Treatment Randomisation (Visit 2 Only)
 Dispense Treatment Product/ Supplies
 Supervised Product Use
 Post-treatment measures:

o Plaque Assessment 
o Microbiology Sample (Disc Sampling) 

 Adverse Event and Incident Check

Treatment Period 1 (Visit 3) & Treatment Period 2 (Visit 7): Day 3
The following assessments will be conducted:

 Current and Concomitant Medications
 Subject Adherence
 OST examination – Edentulous
 Return Treatment Product/ Supplies
 Compliance Check including Diary Card
 Pre-treatment measures:
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o Stain Assessment 
o Plaque Assessment 
o Microbiology Sample (Disc Sampling) 

 Supervised Product Use
 Post-treatment measures:

o Plaque Assessment Post-Treatment
o Microbiology Sample (Disc Sampling) Post-Treatment

 Adverse Event and Incident Check
 Re-dispense Treatment Product/ Supplies and Diary Card

Treatment Period 1 (Visit 4) & Treatment Period 2 (Visit 8): Day 7 and LSLV
The following assessments will be conducted:

 Current and Concomitant Medications
 Subject Adherence
 OST examination – Edentulous
 Return Treatment Product/ Supplies
 Compliance Check including Diary Card
 Pre-treatment measures:

o Subject Assessment Questionnaire (SAQ)
o Stain Assessment
o Plaque Assessment
o Microbiology Sample (Disc Sampling)

 Supervised Product Use
 Post-treatment measures:

o Subject Assessment Questionnaire (SAQ)
o Stain Assessment 
o Plaque Assessment 
o Microbiology Sample (Disc Sampling)
o Microbiology Sample (Denture Sonicate) 

 Adverse Event and Incident Check 
 Denture Prophylaxis & Dental Prophylaxis (if applicable)

LSLV:
 Study Conclusion/ Medical Sign-off

Treatment Period 2 (Visit 5): Day -1 
The following assessments will be conducted:

 Current and Concomitant Medications
 Subject Adherence
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 OST examination – Edentulous
 Pre-prophylaxis measures:

o Subject Assessment Questionnaire (SAQ)
o Stain Assessment 
o Plaque Assessment 
o Microbiology Sample (Disc Sampling) 
o Microbiology Sample (Denture Sonicate) 

 Denture Prophylaxis & Dental Prophylaxis (if applicable)
 Post-prophylaxis measures:

o Stain Assessment 
o Plaque Assessment
o Microbiology Sample (Disc Sampling)  

 Adverse Event and Incident Check 
 Dispense Diary Card

Type and Planned Number of Subjects

Approximately 30 healthy subjects will be screened to randomise at least
APPROXIMATELY 20 subjects to ensure 17 evaluable subjects complete the entire 
study. This will ensure approximately 17 evaluable subjects per treatment arm with 
the cross over design.

Diagnosis and Main Criteria for Inclusion

Healthy male and female subjects between 18 years and 84 years of age. Subjects 
must have a completely edentulous maxilla restored with well to moderately well 
fitting and well made conventional full maxillary denture.
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Product Information

Test Product 1
Daily use period

Treatment Regimen 1

Test Product 2
Weekly use period

Treatment Regimen 2
Product Name Corega® Tabs Dental 

Weiss für Raucher
German Marketed 
Product

Corega® Tabs Dental 
Weiss für Raucher
German Marketed 
Product

Product 
Formulation Code 
(MFC)
Dose 1 tablet per day. 1 tablet on Day 7 at the 

clinic. 

Route of 
Administration

N/A N/A

Dosing 
Instructions

Supervised product use 
at site:

Soak dentures in cup of 
very warm water (150 
millilitre [ml]) with 1 
tablet for 15 minutes 
(mins). Brush dentures 
for 30 seconds using the 
solution, rinse under 
running water for 10 
seconds.

Home use:
In the evening: 
o Upper arch: Soak 

dentures in cup of 
very warm water 
(150 ml) with 1 tablet 
for 15 mins. Brush 
dentures for 30 
seconds using the 
solution, rinse under 
running water for 10 
seconds. Overnight 
soak in 150 ml of 
water.

Supervised product use 
at site:

Soak dentures in cup of 
very warm water (150 
ml) with 1 tablet for 15 
mins. Brush dentures for 
30 seconds using the 
solution, rinse under 
running water for 10 
seconds.

Home use:
In the evening: 
o Upper arch: Soak 

dentures in cup of 
very warm water 
(150 ml) for 15 mins. 
Brush dentures for 30 
seconds using the 
water, rinse under 
running water for 10 
seconds in the 
evening. Overnight 
soak in 150 ml of 
water.
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o Lower arch: The 
lower arch can be 
cleaned using the 
subjects’ normal oral 
hygiene procedures. 
(Mouthwashes are 
not permitted). If the 
subjects have lower 
removable partial or 
complete dentures, 
the soaking of these 
dentures should be 
done in a separate 
cup from the cup 
provided for soaking 
the upper denture.

In the morning:
o Upper arch:

Cleaning of the upper 
denture is not 
permitted.

o Lower arch: The 
lower arch can be 
cleaned using the 
subjects’ normal oral 
hygiene procedures. 
(Mouthwashes are 
not permitted).

o Lower arch: The 
lower arch can be 
cleaned using the 
subjects’ normal oral 
hygiene procedures. 
(Mouthwashes are 
not permitted). If the 
subjects have lower 
removable partial or 
complete dentures, 
the soaking of these 
dentures should be 
done in a separate 
cup from the cup 
provided for soaking 
the upper denture.

In the morning:
o Upper arch:

Cleaning of the upper 
denture is not 
permitted.

o Lower arch: The 
lower arch can be 
cleaned using the 
subjects’ normal oral 
hygiene procedures. 
(Mouthwashes are 
not permitted).

Other items to be supplied by the Clinical Supplies Department, GSKCH:

Name of Item Purpose
Denture bath Cleaning dentures
Denture brush Cleaning dentures
Measuring cylinder Measure water for soaking dentures
Countdown timer Timing soaking dentures and brushing 

dentures
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Statistical Methods

Summary statistics of number of subjects, mean, standard deviation, median, 
minimum and maximum will be displayed where the variable is continuous and 
counts and percentages where the variable is categorical. Summaries will be split by 
study visit and treatment procedure.

Though this study is not powered to detect any treatment differences an analysis of 
covariance (ANCOVA) model will be used to check whether there is any difference 
between the two treatment procedures. Changes from baseline (pre-treatment 
assessment on Day 0) in stain, plaque and microbial count (from disc sampling and 
disc sonication) assessments will be calculated and analysed using an ANCOVA 
model with treatment and period as factors and subject-level and period-level pre-
treatment (on Day 0) baseline scores as covariates. To allow model estimates to be 
representative of the studied population, subject will be included into the model as a 
random effect. Microbial count will be log transformed (log 10 scale) before analysis.

Post treatment denture sonication samples will be analysed using an analysis of 
variance model with post-treatment values on day 7 as response variable and 
treatment, period and subject (random effect) as factors.

All analyses described above will be carried out separately at Day 0, 4 and 7, apart 
from denture sonication sample analysis that will be carried out only at day 7. Model 
assumptions will be investigated and if violated then the non-parametric Wilcoxon 
Signed rank test will be used to investigate any treatment differences. 

Repeatability assessments will be performed on all subjects for plaque and stain. A 
kappa statistics will be calculated to assess intra-examiner repeatability.

Simple summary statistics of number of subjects, mean, standard deviation, minimum 
and maximum by treatment procedure will be provided for the most important 10 
molecular species. Counts and percentages by treatment will be used to summarize 
the subject assessment questionnaire data.
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1. INTRODUCTION

Prosthetic rehabilitation using removable full dentures is a treatment option for the 
fully edentulous patients. Dentures are removable prosthetic devices constructed with 
materials such as acrylic, porcelain or various types of metals.  They are constructed 
to fit over the remaining edentulous arch to replace missing teeth.

It is known that some Dental health professionals (DHPs) do not recommend daily 
use of denture cleansers (GSK data on file (a), 2014), however only a small body of 
evidence exists to promote the use of denture cleansing using specialized products 
(Axe et al., 2016).  Without regular cleaning, denture biofilms can build up and can 
lead to bad breath and oral candidiasis. There has also been research published where 
this has also been associated with other serious health conditions such as pneumonia 
(Azarpazhooh and Leak, 2006).

This method development study will be a two treatment arm, randomised, cross over 
study in a population with edentulous upper arch restored with a maxillary complete 
denture. The lower may be a partial or fully edentulous mandibular arch that may be 
restored with a stable complete, partial or implant supported denture. All assessments
will be made on the upper complete denture.

The denture cleansing product to be used in this study will be the Germany marketed 
product Corega® Dental Weiss für Raucher (Corega® Denture Whitening for 
Smoker). Subjects will be randomised to a daily or a weekly denture cleansing 
treatment regimen.
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2. OBJECTIVES AND ENDPOINTS

Primary Objective Endpoint
 To evaluate and compare the microbial count 

from Denture Disc Samples following daily 
use regimen of a denture cleanser compared to 
a single (once a week) use regimen on Day 7.

 Change from baseline (Day 
0 pre-treatment) in 
Microbial count on Day 7 
(post-treatment) from disc 
samples

Secondary Objective Endpoint
 To evaluate and compare the microbial count 

from the Denture Disc Samples following 
daily use regimen of a denture cleanser
compared to a single (once a week) use 
regimen on Day 3.

 Change from baseline (pre-
treatment) in Microbial 
count on Day 3 (post-
treatment) from disc 
samples

Exploratory Objectives Endpoints
 To evaluate and compare the microbial count 

from the Denture Sonicate following daily use 
regimen of a denture cleanser compared to a 
single (once a week) use regimen on Day 7. 

 Microbial count on Day 7 
(post-treatment) from 
Denture Sonicate

 To evaluate and compare plaque levels 
following daily use regimen of a denture 
cleanser compared to a single (once a week)
use regimen. 

 Change from baseline (Day 
0 pre-treatment) in plaque 
levels on Day 7 (post-
treatment)

 Change from baseline (Day 
0 pre-treatment) in plaque 
levels on Day 3 (post-
treatment)

 To evaluate and compare the microbial 
composition from the Disc Samples following 
daily use regimen of a denture cleanser
compared to a single (once a week) use 
regimen.

 Change from Baseline (Day 
0 pre-treatment) in 
Microbial composition on 
Day 7 (post-treatment)

 Change from Baseline (Day 
0 pre-treatment) in 
Microbial composition on 
Day 3 (post-treatment)

 To evaluate and compare stain levels on the 
maxillary denture following daily use regimen 
of a denture cleanser compared to a single
(once a week) use regimen.

 Change from Baseline (Day 
0 pre-treatment) in stain 
levels on Day 7 (post-
treatment)

 Change from Baseline (Day 
0 pre-treatment) in stain 
levels on Day 3 (post-
treatment)
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 To evaluate and compare the subject 
assessment questionnaire following daily use 
regimen of a denture cleanser compared to a 
single (once a week) use regimen.

 Change from pre-
prophylaxis (Day -1) in 
Subject assessment 
questionnaire on Day 7 
(post-treatment)

3. STUDY PLAN

3.1. Study Design

Overall Design
This is a single-center, 2 treatment period, examiner-blind, randomised, 7 day 
crossover study in adult volunteers with a complete maxillary denture. This is a 
method development study to investigate the changes in the level of denture plaque, 
microbial counts, microbial composition and stain on the maxillary dentures after 
daily denture cleanser use versus dentures that are cleaned weekly.  
Screening (Visit 1): 
The following assessments will be conducted:

 Written informed consent
 Demographics
 Medical history
 Dental History
 Current and concomitant medications
 Criteria for well made dentures
 Oral Soft Tissue (OST) Examination – Edentulous
 Denture Bearing Tissue Score
 Denture Retention and Stability Assessment
 Inclusion/ Exclusion Criteria
 Subject Eligibility
 Pre-prophylaxis measures:

o Subject Assessment Questionnaire (SAQ)
o Stain Assessment 
o Plaque Assessment 
o Microbiology Sample (Disc Sampling) 
o Microbiology Sample (Denture Sonicate) 

 Denture Prophylaxis & Dental Prophylaxis (if applicable)
 Post-prophylaxis measures

o Stain Assessment 
o Plaque Assessment
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o Microbiology Sample (Disc Sampling) 
 Adverse Event Check
 Dispense Diary Card

Treatment Period 1 (Visit 2) & Treatment Period 2 (Visit 6): Day 0
The following assessments will be conducted:

 Current and Concomitant Medications
 Subject Adherence
 OST examination – Edentulous
 Pre-treatment measures:

o Stain Assessment 
o Plaque Assessment 
o Microbiology Sample (Disc Sampling) 

 Treatment Randomisation (Visit 2 Only)
 Dispense Treatment Product/ Supplies
 Supervised Product Use
 Post-treatment measures:

o Plaque Assessment 
o Microbiology Sample (Disc Sampling) 

 Adverse Event and Incident Check

Treatment Period 1 (Visit 3) & Treatment Period 2 (Visit 7): Day 3
The following assessments will be conducted:

 Current and Concomitant Medications
 Subject Adherence
 OST examination – Edentulous
 Return Treatment Product/ Supplies
 Compliance Check including Diary Card
 Pre-treatment measures:

o Stain Assessment 
o Plaque Assessment 
o Microbiology Sample (Disc Sampling) 

 Supervised Product Use
 Post-treatment measures:

o Plaque Assessment Post-Treatment
o Microbiology Sample (Disc Sampling) Post-Treatment

 Adverse Event and Incident Check
 Re-dispense Treatment Product/ Supplies and Diary Card
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Treatment Period 1 (Visit 4) & Treatment Period 2 (Visit 8): Day 7 and LSLV
The following assessments will be conducted:

 Current and Concomitant Medications
 Subject Adherence
 OST examination – Edentulous
 Return Treatment Product/ Supplies
 Compliance Check including Diary Card
 Pre-treatment measures:

o Subject Assessment Questionnaire (SAQ)
o Stain Assessment
o Plaque Assessment
o Microbiology Sample (Disc Sampling)

 Supervised Product Use
 Post-treatment measures:

o Subject Assessment Questionnaire (SAQ)
o Stain Assessment 
o Plaque Assessment 
o Microbiology Sample (Disc Sampling)
o Microbiology Sample (Denture Sonicate) 

 Adverse Event and Incident Check 
 Denture Prophylaxis & Dental Prophylaxis (if applicable)

LSLV:
 Study Conclusion/ Medical Sign-off

Treatment Period 2 (Visit 5): Day -1
The following assessments will be conducted:

 Current and Concomitant Medications
 Subject Adherence
 OST examination – Edentulous
 Pre-prophylaxis measures:

o Subject Assessment Questionnaire (SAQ)
o Stain Assessment 
o Plaque Assessment 
o Microbiology Sample (Disc Sampling) 
o Microbiology Sample (Denture Sonicate) 

 Denture Prophylaxis & Dental Prophylaxis (if applicable)
 Post-prophylaxis measures:

o Stain Assessment 
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o Plaque Assessment
o Microbiology Sample (Disc Sampling)  

 Adverse Event and Incident Check 
 Dispense Diary Card

3.2. Subject Restrictions

Lifestyle/ Dietary
During the entire study (Screening – LSLV):

 Subjects should not use any denture adhesive products during the course of 
the study.

 Subjects must refrain from denture hygiene with the exception of the allocated 
treatment and instructions for use.

 Subjects will only be allowed to use the study products provided to clean their 
dentures. Other normal oral hygiene routine can continue during the study eg. 
brushing the natural teeth if present.

 Subjects must refrain from using any mouthwash. 
 Refrain from use of xylitol containing, or ‘oral care’ type chewing gums or 

confectionary.
Medications and Treatments
During the entire study (Screening – LSLV):

 Subjects should not use any medication described in Exclusion Criteria. 
 Current concomitant medications will be recorded and are allowed, if judged 

to be non-interfering by the Investigator. If, for unforeseen reasons, a subject 
begins therapy with excluded medications during the treatment phase of the 
study, the medication, dosage and duration of therapy will be recorded in the 
case report form (CRF). The investigator and sponsor will confer as to the 
subject’s continued eligibility based on the expected clinical course of the 
condition being treated.

3.3. Type and Planned Number of Subjects

Due to lack of appropriate data it was not possible to perform a formal sample size 
calculation. A total of 17 subjects was considered sufficient to assess the efficacy and 
safety of the treatments under investigation. Confidence intervals will be provided to 
aid precision of treatment estimate.

Approximately 30 healthy subjects will be screened to randomise at least
APPROXIMATELY 20 subjects to ensure 17 evaluable subjects complete the entire 
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study. This will ensure approximately 17 evaluable subjects per treatment arm with 
the cross over design.

Subjects will be recruited from the University of Glasgow Dental School database.

3.4. Study Design and Dose Justification

This is a single-center, 2 period, examiner-blind, randomised, 7 day crossover study 
in adult volunteers with a complete maxillary denture. This is a method development 
study to investigate the changes in the level of denture plaque, microbial counts, 
microbial composition and stain on the maxillary dentures after daily denture cleanser 
use versus dentures that are cleaned weekly.  

Complete upper denture wearers were chosen because of the large area required for 
taking microbiology samples.  

At Visit 1 Screening, subjects will provide written informed consent and establish 
eligibility. The quality of the maxillary dentures including denture retention and 
stability will be assessed. Subjects should have a well made and moderately well-
fitting maxillary complete denture to be included in the study. The denture bearing 
tissue surface will also be assessed to ascertain if the subjects are eligible for the 
study. Subjects with lower partial or fully edentulous mandibular arch that has been
restored with a stable complete, partial or implant supported denture can be included 
in the study but only maxillary dentures will be assessed in the study. 

All subjects will have a pre-baseline microbiology samples, plaque and stain 
assessments done prior to denture prophylaxis. This will give information about the 
condition of the dentures generally. Baseline microbiology samples, plaque and stain 
assessments will be done on prior to treatment on Day 0. The prophylaxis performed 
will give a more level baseline for all subjects, to allow treatment comparisons. The 
schedule of assessments and samples are provided in the Schedule of Events table. 
Denture prophylaxis of the maxillary complete denture is performed at the Screening 
Visit, Visit 4, Visit 5 and Visit 8. Denture prophylaxis is performed to remove all the 
denture plaque, food particles and stain on the maxillary dentures and mandibular 
dentures (if present) according to the standard denture prophylaxis procedure used at 
the site to ensure zero plaque and stain. Zero plaque and stain will be confirmed by 
the post-prophylaxis stain and plaque assessments. If residual plaque or stain is 
present, then this will be removed by the investigator or examiner until zero plaque or 
stain is achieved.

Denture prophylaxis of the mandibular complete or partial dentures, if present, will be 
performed at the Screening Visit, Visit 4, Visit 5 and Visit 8 according to the standard 
denture prophylaxis procedure used at the site. Dental prophylaxis of the mandibular 
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teeth, if present, will also be performed at the Screening Visit, Visit 4, Visit 5 and 
Visit 8 according to the standard dental prophylaxis procedure used at the site.

Subjects will return for sampling and assessments on Day 0 (Visit 2 & Visit 6), Day 3 
(Visit 3 & Visit 7) and Day 7 (Visit 4 & Visit 8) as indicated in Schedule of Events 
table.

Within each treatment period, first treatment will occur on Day 0 (Visit 2 and Visit 
6). Pre-Treatment and Post-Treatment samples and assessments will be performed as 
per Schedule of Events table to understand the build-up of the microbiota, plaque and 
stain before treatment and the removal of the microbiota, plaque and stain after the 
treatment.

An OST Examination is performed at the beginning of study Visits 1, 2, 3, 4, 5, 6, 7 
and 8.

Microbiology samples (Disc sampling [rough and smooth surfaces of the tissue fitting 
surface of the maxillary denture] and Denture Sonicate) will be taken immediately 
prior to treatment and after treatment, to achieve data on the increase in bacterial 
and/or fungal loads between cleaning and the effect of the treatment and to compare 
the two treatment arms. Subjects will cleanse their dentures in the same way, on each 
day as instructed in the Product Information section. The tissue fitting surface will be 
used for taking microbiology samples (Blair et al., 1995). This is the more critical 
surface with regards to microbial load and its effect on the tissues. Microbiology 
samples will be analyzed by standard plate counting, Miles and Misra, 1938; to 
evaluate the microbial load before and after use of the denture cleanser treatment 
regimens. The microbiology samples will also be used to analyze the microbial 
composition using Microbiome analysis (Caporaso et al., 2011).

Two disc samples each from both the rough and smooth surfaces of the tissue fitting 
surface of the maxillary denture will be taken pre-prophylaxis/ post-prophylaxis and 
pre-treatment/ post-treatment as described in the study assessment/ procedure section. 

Dentures can accumulate plaque and stain over time. Stain on the surfaces of the 
denture including the teeth will be assessed by modification of the Denture Cleanser 
Index (Mylonas et al., 2014) before and after use of the denture cleanser treatment 
regimens. The plaque on the denture will be measured by assessing the surfaces of the 
denture including the teeth using the modification of the Clinical Categorization of 
Denture Cleanliness Index (Blair et al., 1995). 

The subjects will also complete a consumer perception questionnaire (Subject 
Assessment Questionnaire [SAQ]) to check for themselves what they feel about their 
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maxillary dentures with respect to freshness, cleanliness etc. before and after they 
have cleaned their dentures as per the two treatment regimens. Subjects will be asked 
the questionnaire pre-baseline, before denture prophylaxis on Day -1 (Visit 1 & Visit 
5) to understand the condition of the denture generally from the subjects’ perspective. 
The questionnaire will also be done before supervised product use on Day 7 (Visit 4 
& Visit 8) to understand the consumer perception of their dentures after they cleaned 
their dentures daily with the denture cleanser or water. The questionnaire will be done 
after supervised product use on Day 7 (Visit 4 & Visit 8) to evaluate the consumer 
perception of their dentures after the denture has been cleaned daily with a denture 
cleanser for a week or cleaned once a week with a denture cleanser (Day 7 supervised 
product use).

The study is a crossover design which allows each subject to act as their own control.
There will be a 7 day wash-out period between the treatment schedules to minimise 
any carry over effects from the previous treatment. During the wash-out period, 
subjects are allowed to revert back to their normal denture and oral hygiene 
procedures.

A single centre study has been chosen. In line with the International Conference on 
Harmonisation (ICH) Technical Requirements for Registration of Pharmaceuticals for 
Human Use guidelines, for a study to be classed as truly double blind, not only does 
the examiner (and any appropriate member of staff who may be involved in treatment 
dispensing, analysis of data etc.) need to be blinded as to the treatment the subject 
receives, but the treatments under investigation must be identical in every way (color, 
flavor, appearance, packaging). The level of blindness by GSKCH for this study is 
described as ‘examiner blind’. The study will be blinded with respect to the dental 
examiner to ensure there is no bias in the assessments. Subjects will be instructed not 
to discuss their treatment with the examiner.

4. SELECTION OF STUDY POPULATION AND 
WITHDRAWAL CRITERIA

Specific information regarding warnings, precautions, contraindications, adverse 
events, and other pertinent information on the GSK investigational product or other 
study treatment that may impact subject eligibility is provided in the Safety 
Statement.

Deviations from inclusion and exclusion criteria are not allowed because they can 
potentially jeopardize the scientific integrity of the study, regulatory acceptability or 
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subject safety. Therefore, adherence to the criteria as specified in the protocol is 
essential.

4.1. Inclusion Criteria

A subject will be eligible for inclusion in this study only if all of the following criteria 
apply:

1. CONSENT
Demonstrates understanding of the study procedures, restrictions and willingness to 
participate as evidenced by voluntary written informed consent and has received a 
signed and dated copy of the informed consent form.

2. AGE
Aged between 18 and 84 years inclusive.

3. GENERAL HEALTH
Good general and mental health with, in the opinion of the investigator or medically
qualified designee:
a) No clinically significant and relevant abnormalities in medical history or upon 

oral examination.
b) Absence of any condition that could affect the subject’s safety or wellbeing or 

their ability to understand and follow study procedures and requirements.

4. DENTAL HEALTH
a) Maxillary Arch: Completely edentulous maxillary arch restored with a 

conventional full acrylic based upper complete denture.
b) Mandibular Arch: Dentate, partial or full edentulous mandibular arch.  Partial or 

full edentulous arch may be restored with a stable complete, partial or implant 
supported denture. (Mandibular dentures are not used for assessments or 
measures).

c) Maxillary dentures must be considered to be moderately well-fitting at the 
screening visit.  (Kapur Index, Olshan Modification:  retention score >2, stability 
score >2).

d) Maxillary dentures must be considered to be well-made based on design and 
construction criteria specified in the protocol.
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4.2. Exclusion Criteria

A subject will not be eligible for inclusion in this study if any of the following criteria 
apply:

1. PREGNANCY
Women who are known to be pregnant or who are intending to become pregnant over 
the duration of the study. 

2. BREAST-FEEDING
Women who are breast-feeding

3. ALLERGY/ INTOLERANCE
Known or suspected intolerance or hypersensitivity to the study materials (or closely 
related compounds) or any of their stated ingredients.

4. CLINICAL STUDY/ EXPERMENTAL PRODUCT
a) Participation in another clinical study (including cosmetic studies) or receipt of an 

investigational drug within 30 days of the screening visit.
b) Previous participation in this study.

5. SUBSTANCE ABUSE
Recent history (within the last year) of alcohol or other substance abuse.

6. PERSONNEL
a) An employee of the sponsor or the study site or members of their immediate 

family.
b) An employee of any toothpaste manufacturer or their immediate family.

7. CONCURRENT MEDICATION/ MEDICAL HISTORY 
Medical History
a) Current or relevant history of any serious, severe or unstable physical or 

psychiatric illness or any other medical condition (e.g. Diabetes Mellitus) that 
would make the subject unlikely to fully complete the study or any that increases 
the risk to the subject or undermines the data validity.

b) Implanted with a cardiac pacemaker.
c) Daily doses of medication (E.g. Antibiotics, Inhaled steroids etc.) that might 

interfere with ability to perform the study according to protocol or might affect 
the efficacy assessments (as determined by the Investigator/ Examiner).
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9. TOBACCO USERS INCLUDING E-CIGARETTES
Subjects who are unwilling to refrain from smoking, including e-cigarettes and the 
use of chewing tobacco or other tobacco products for the duration of the study.

4.3. Screening/ Baseline Failures

Screen failures are defined as subjects who consent to participate in the study but are 
never subsequently randomised.  In order to ensure transparent reporting of screen 
failure subjects, a minimal set of screen failure information is required including 
Demography, Screen Failure details, Eligibility Criteria, and any Serious Adverse 
Events. Re-screening of subjects will not be allowed in this study.

4.4. Withdrawal/ Stopping Criteria

A subject may withdraw from the study at any time at his/her own request, or may be 
withdrawn at any time at the discretion of the investigator for safety, behavioural or 
administrative reasons. If a subject withdraws or is withdrawn from the study, all 
human biological samples collected before they left will be analyzed and reported 
unless the subject requests otherwise. A subject may request for their human 
biological samples to be destroyed. In these cases, the investigator/ examiner must 
document this in the site study records and the samples should not be used for any 
further research.

If the reason for removal of a subject from the study is an Adverse Event (AE) or an 
abnormal laboratory test result, the principal specific event or test will be recorded on 
the electronic case report form (eCRF).  If a subject is withdrawn from the study 
because of a product limiting AE, thorough efforts should be clearly made to 
document the outcome. Any AEs ongoing at the final visit will be followed up until 
resolved, the condition stabilizes, is otherwise explained, or the subject is lost to 
follow-up.

The following actions must be taken in relation to a subject who fails to attend the 
clinic for a required study visit:

8. DENTAL HEALTH 
a) Any clinically significant or relevant oral abnormality that, in the opinion of the 

investigator, could affect the subject’s participation in the study.
b) Any pre-existing oral irritations.
c) Any recent (within 30 days) gingival /oral surgery.
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 The site must attempt to contact the subject and re-schedule the missed visit as 
soon as possible. 

 The site must counsel the subject on the importance of maintaining the 
assigned visit schedule and ascertain whether or not the subject wishes to 
and/or should continue in the study. 

 In cases where the subject is deemed ‘lost to follow up’, the investigator or 
designee must make every effort to regain contact with the subject (where 
possible, up to 2 telephone calls). The contact attempt should be documented 
in the subject’s record. 

 Should the subject continue to be unreachable, only then will he/she be 
considered to have withdrawn from the study with a primary reason of “Lost 
to Follow-up”.

4.5. Subject Replacement

Subjects who withdraw from the study post-randomisation will not be replaced.

4.6. Subject and Study Completion

A completed subject is one who has completed all phases of the study.

The end of the study is defined as the date of the last data in house (with the sponsor).
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5. PRODUCT INFORMATION

5.1. Study Product

The following study products will be supplied by the Clinical Supplies Department, 
GSKCH:

Test Product 1
Daily use period

Treatment Regimen 1

Test Product 2
Weekly use period

Treatment Regimen 2
Product Name Corega® Tabs Dental 

Weiss für Raucher
German Marketed 
Product

Corega® Tabs Dental 
Weiss für Raucher
German Marketed 
Product

Product 
Formulation Code 
(MFC)
Dose 1 tablet per day. 1 tablet on Day 7 at the 

clinic. 

Route of 
Administration

N/A N/A

Dosing 
Instructions

Supervised product use 
at site:

Soak dentures in cup of 
very warm water (150 
millilitre [ml]) with 1 
tablet for 15 minutes 
(mins). Brush dentures 
for 30 seconds using the 
solution, rinse under 
running water for 10 
seconds.

Home use:
In the evening: 
o Upper arch: Soak 

dentures in cup of 
very warm water 
(150 ml) with 1 tablet 
for 15 mins. Brush 

Supervised product use 
at site:

Soak dentures in cup of 
very warm water (150 
ml) with 1 tablet for 15 
mins. Brush dentures for 
30 seconds using the 
solution, rinse under 
running water for 10 
seconds.

Home use:
In the evening: 
o Upper arch: Soak 

dentures in cup of 
very warm water 
(150 ml) for 15 mins. 
Brush dentures for 30 
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dentures for 30 
seconds using the 
solution, rinse under 
running water for 10 
seconds. Overnight 
soak in 150 ml of 
water.

o Lower arch: The 
lower arch can be 
cleaned using the 
subjects’ normal oral 
hygiene procedures. 
(Mouthwashes are 
not permitted). If the 
subjects have lower 
removable partial or 
complete dentures, 
the soaking of these 
dentures should be 
done in a separate 
cup from the cup 
provided for soaking 
the upper denture.

In the morning:
o Upper arch:

Cleaning of the upper 
denture is not 
permitted.

o Lower arch: The 
lower arch can be 
cleaned using the 
subjects’ normal oral 
hygiene procedures. 
(Mouthwashes are 
not permitted).

seconds using the 
water, rinse under 
running water for 10 
seconds in the 
evening. Overnight 
soak in 150 ml of 
water.

o Lower arch: The 
lower arch can be 
cleaned using the 
subjects’ normal oral 
hygiene procedures. 
(Mouthwashes are 
not permitted). If the 
subjects have lower 
removable partial or 
complete dentures, 
the soaking of these 
dentures should be 
done in a separate 
cup from the cup 
provided for soaking 
the upper denture.

In the morning:
o Upper arch:

Cleaning of the upper 
denture is not 
permitted.

o Lower arch: The 
lower arch can be 
cleaned using the 
subjects’ normal oral 
hygiene procedures. 
(Mouthwashes are 
not permitted).
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Other items to be supplied by the Clinical Supplies Department, GSKCH:
Name of Item Purpose
Denture bath Cleaning dentures
Denture brush Cleaning dentures
Measuring cylinder Measure water for soaking dentures
Countdown timer Timing soaking dentures and brushing 

dentures

5.2. Dose Schedule

Subjects will use their assigned treatment regimens three times at the site under study 
staff supervision – once each on Day 0, Day 3 and Day 7. Refer to Dosing 
Instructions in Table 5.1 for more detail.

Product use at home

Subjects will be instructed to clean their dentures using their assigned treatment 
regimen once in the evening. On Treatment Days 0 and 3, subjects will be instructed 
not to use their treatment regimen again that evening. Refer to Dosing Instructions in 
Table 5.1 for more detail. 

5.3. Dose Modification

No dose modification is permitted in this study.

5.4. Product Compliance

First study product use will be supervised by the site staff at the baseline visit (Day 0) 
to facilitate compliance and understand how to use the product. Subjects will record 
each product use in the diary provided.  

Completed diaries and the denture cleanser tablets provided to the subjects will be 
reviewed at Visits 3 and 7 (Day 3); and Visits 4 and 8 (Day 7) at the study site. Refer 
to Dosing Instructions in Table 5.1 for more detail. Any missed and additional 
denture cleansing will be recorded in the CRF. Changes in the medical/dental history
and medications will be documented.

5.5. Precautions

No special precautions are necessary provided the study is carried out in accordance 
with this protocol. Study products will be labelled “Exclusively for Clinical 
Investigation”.
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5.6. Overdose

An overdose is a deliberate or inadvertent administration of a product at a dose higher 
than specified in the protocol.

Overdose is not likely to occur in this study.  Limited quantities of the product will be 
supplied, and closely monitored by the site for each subject.

Overdose per se is not an AE.  However, any clinical sequelae of an overdose should 
be reported as an AE (and serious adverse event (SAE), if appropriate).  For 
reporting, follow the AE and SAE reporting instructions.

5.7. Rescue Therapy

No rescue therapy is required in this study.

5.8. Product Assignment

Subjects will be assigned to one of the study procedures (daily or weekly cleaning) in 
accordance with the randomisation schedule generated by the Biostatistics 
Department, GSKCH, prior to the start of the study, using validated internal software.

5.8.1 Randomisation
A unique screening number will identify each subject screened for study 
participation.  Screening numbers will be assigned in ascending numerical order as 
each subject signs their consent form.  Subjects who meet all inclusion and exclusion 
criteria will be randomised according to the randomisation schedule.  Randomisation
numbers will be assigned in ascending numerical order as each subject is determined 
to be fully eligible.

5.8.2 Blinding
The study statistician and other employees of the Sponsor who may influence study 
outcomes are blinded to the product allocation of subjects.

The examiner will be blinded to the treatment received. To ensure the examiner 
remains blinded throughout the study, the examiner will not be permitted in the room 
where the test products are stored or dispensed. The product dispensing area will be 
separate from the subjects’ examination area. The dispensing staff will not be 
involved in any study efficacy assessments.
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5.8.3 Code Breaks
The blind must only be broken in an emergency where it is essential to know which 
product a subject received in order to give the appropriate medical care.  Wherever 
possible the Investigator (or designee) must contact the Sponsor prior to breaking the 
blind.  The investigator must document the reason for breaking the code and sign and 
date the appropriate document.

The study blind must be returned to GSKCH at the end of the study.

5.9. Packaging and Labelling

The contents of the label will be in accordance with all applicable regulatory 
requirements and will be the responsibility of the Clinical Supplies Department, 
GSKCH.

The denture cleansing tablets will be supplied in their commercial blister packaging 
with a study label affixed.  All sundry items will be supplied in their commercial 
packaging. Each subject will receive a labelled subject kit containing all the required 
items for the specific treatment period (except for measuring cylinders which will be 
supplied separately).

Each study label will contain, but not be limited to, protocol number, product code 
letter, directions for storage, emergency contact telephone number and a statement 
“Exclusively for Clinical Investigation”.

All sundry items will be provided in their commercial packaging for dispensing by 
the study staff as and when required.

Care should be taken with the supplied products and their labels so that they are 
maintained in good condition.  It is important that all labels remain intact and legible 
for the duration of the study. Subjects should be instructed to not remove or deface 
any part of the study label.

5.9.1. Accountability of Product
All products supplied are for use only in this clinical study and should not be used for 
any other purpose.

The investigator or designee will maintain a full record of study product 
accountability. A Product Dispensing Log must be kept current and will contain the 
following information:

 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 

- 205202 Protocol

Volume 1   Page 259 of 346  Doc Pg 42 of 75

Document Version:7.0,Most-Recent,Effective,CURRENT

Page 263 of 351

 

Document Name  

Type Version Document Identifier Effective Date 

    

Reason For Issue  
 

 

 

 

 

15-Dec-2017 15:17:33eldo_controlled 1.0; CURRENT; Most-Recent; Effective

205202 Synopsis

Auto Issue
090032d580dd428c

Page 264 of 442

 

Document Name  

Type Version Document Identifier Effective Date 

    

Reason For Issue  
 

 

 

 

 

gsk-205202-clinical-study-report.pdf

eldo_controlled 0.2; CURRENT; Most-Recent; Reviewed 090032d581229ab2



 The identification of the subject to whom the study product was dispensed.
 The date(s) and quantity of the study product dispensed to the subject.
 The date(s) and quantity of the study product returned by the subject (if 

applicable).

The inventory must be available for inspection by the study monitor during the study. 
At the end of the study, study product supplies will be verified by the monitor.  Study 
product supplies will then be either collected by the study monitor or returned by the 
investigator or designee to the GSKCH Clinical Supplies Department or designated 
vendor.

5.9.2. Storage of Product
Study product supplies must be stored in compliance with the label requirements in a 
secure place with limited or controlled access.

6. STUDY ASSESSMENTS AND PROCEDURES

This section lists the procedures and parameters of each planned study assessment.  
Each assessment is listed in the Schedule of Events section.

Adherence to the study design requirements, including all assessments and 
procedures are essential and required for study conduct.

6.1. Visit 1 - Screening Visit

6.1.1 Screening
Prior to the screening visit, telephone screening of interested subjects will be 
conducted using a telephone script. This will be conducted by the site recruitment 
staff or designee.  

6.1.2. Informed Consent
The investigator, or designee, must obtain written (signed and dated by the subject) 
informed consent from each subject participating in this study after adequate 
explanation of the aims, methods, objectives, and potential hazards of the study.

The investigator, or designee, must also explain to the subjects that they are 
completely free to refuse to enter the study or to withdraw from it at any time.  
Appropriate forms for documenting a written consent will be provided by the 
investigator or by GSKCH.  The investigator, or designee, should sign and date the 
consent form to confirm that the consent process was completed correctly.  The 
subject, will be provided with a copy of their signed and dated consent form and any 
other written information which they should be instructed to retain.
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If, during a subject’s participation in the study, any new information becomes 
available that may affect the subject’s willingness to participate in the study, each 
ongoing subject should receive a copy of this new information and be re-consented 
into the study. Subjects or be provided with a copy of the signed and dated amended 
consent form. The date of consent will be recorded on the CRF.

6.1.3. Demographics
The following demographic parameters will be captured by the Investigator or 
designee and recorded on the CRF: year of birth, gender and race.

6.1.4. Medical History and Concomitant Medication
Medical history will be assessed as related to the inclusion/exclusion criteria by the 
Investigator or medically qualified designee.  Details of any relevant medical or 
surgical history (within the last year), including allergies or drug sensitivity, will be 
recorded on the CRF.  Any concomitant therapy taken in the 30 days prior to the 
Screening Visit and throughout the study will also be recorded.

6.1.5. Dental History

The Investigator, or medically qualified designee, will take a dental history from each 
subject and record it in the eCRF.  Dental history will include information of all 
prostheses in the mouth, maxillary and mandibular, as well as information regarding 
the age of the dentures, and how long the subject has worn the dentures.  
Documentation of prosthetic teeth material will also be recorded by the Investigator
in the eCRF. 

6.1.6. Criteria for a Well-Made Denture

The examiner will examine each subject’s maxillary complete denture to determine 
whether this is well made i.e.:

 Denture(s) has adequate vertical dimension, freeway space, horizontal 
occlusal relationships and border extension

 Denture(s) has acceptable contour and finish

 Denture(s) has acceptable porosity, tissue surfaces, polished surfaces, color
and thickness.

For each maxillary complete denture, the examiner will identify from what material it 
is made and indicate acceptable or unacceptable on the eCRF.
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6.1.7. Denture Bearing Tissue Score

The denture bearing tissue score (Kapur 1967) will be recorded for the maxillary arch 
only.  

* Note, for completeness, the entire index (for maxillary and mandibular arches) is 
presented below.  Due to an inconsistency observed in the original printed 
publication, the two descriptors below marked by an asterisk (*) have been modified 
(by inverting their order) to better reflect the authors intent and align with the grading 
scale.   

Ridge Shape (for both Maxillary and Mandibular)

1= Flat
2= V-shaped
3= Shaped between U and V
4= U shaped

Tissue Resiliency (for both Maxillary and Mandibular)

1= Flabby
2= Resilient
3= Firm

Location of Border Tissue Attachment

Maxillary Arch Mandibular Arch

1= Low 1= High
2= Medium 2= Medium *
3= High 3= Low   *

6.1.8. Kapur (Olshan Modification) Denture Retention and Stability 
Assessment

At the screening visit, the examiner will determine the subject’s denture retention and 
stability score and recorded.  

 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 

- 205202 Protocol

Volume 1   Page 262 of 346  Doc Pg 45 of 75

Document Version:7.0,Most-Recent,Effective,CURRENT

Page 266 of 351

 

Document Name  

Type Version Document Identifier Effective Date 

    

Reason For Issue  
 

 

 

 

 

15-Dec-2017 15:17:33eldo_controlled 1.0; CURRENT; Most-Recent; Effective

205202 Synopsis

Auto Issue
090032d580dd428c

Page 267 of 442

 

Document Name  

Type Version Document Identifier Effective Date 

    

Reason For Issue  
 

 

 

 

 

gsk-205202-clinical-study-report.pdf

eldo_controlled 0.2; CURRENT; Most-Recent; Reviewed 090032d581229ab2



Retention Criteria

With gloved hands, the examiner will attempt to unseat the maxillary complete 
denture by applying an opposing vertical force at the canine/lateral incisor region of 
the denture. The examiner will score retention as 0 - 5 using the following criteria:

5= Excellent- denture offers excellent resistance to vertical pull and lateral force

4= Very Good- denture offers very good resistance to vertical pull and lateral force 

3= Good- denture offers moderate resistance to vertical pull and lateral force

2= Fair- denture offers moderate resistance to vertical pull and little or no resistance 
to lateral forces 

1= Poor- denture offers slight resistance to vertical pull and little or no resistance to 
lateral force

0= No retention- when the denture is seated in place, it displaces itself 

Stability Criteria

With gloved hands, the examiner will attempt to rock the seated dentures by placing 
alternate horizontal force at the cuspid and contralateral molar regions of the 
maxillary complete dentures.  The examiner will score denture stability as 0 – 4 using 
the following criteria:

4= Excellent- when denture base offers no rocking on its supporting structures under 
pressure

3= Good- when denture base has very slight rocking on its supporting structures 
under pressure

2= Fair- when denture base has slight rocking on its supporting structures under 
pressure

1= Poor- when denture base has moderate rocking on its supporting structures under 
pressure

0= No stability- when denture base has extreme rocking under pressure
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6.1.9. Oral Soft Tissue Examination - Edentulous
The OST Exam-Edentulous will include the maxillary mucogingival fold, maxillary 
edentulous gingival mucosa, maxillary hard palate, mandibular mucogingival fold, 
mandibular edentulous gingival mucosa (if applicable), gingival mucosa (if 
applicable), labial mucosa (including lips), buccal mucosa, tongue, sublingual area, 
soft palate, submandibular area, salivary glands, tonsilar and pharyngeal areas.  
Observations will be made of any erythema, desquamation and ulcerations, and other 
relevant clinical observations.  The results of the examination will be recorded in the 
CRF as either normal or abnormal.  The location and brief description of any 
abnormalities will also be recorded.   

A single examiner should complete this assessment for all the subjects. If this is not 
possible, then the same examiner should perform this procedure for the same subject 
for all the visits.

6.1.10. Denture Prophylaxis and Dental Prophylaxis
Denture prophylaxis of the maxillary complete denture will be performed according 
to the standard denture prophylaxis procedure used at the site to ensure zero plaque 
and stain. Zero plaque and stain will be confirmed by the post-prophylaxis stain and 
plaque assessments. If residual plaque or stain is present, then this will be removed by 
the investigator or examiner until zero plaque or stain is achieved. Denture 
prophylaxis is performed at the Screening Visit, Visit 4, Visit 5 and Visit 8. 

The denture prophylaxis will be performed on the maxillary complete dentures and if 
present, the partial or complete mandibular dentures.

Dental prophylaxis of the mandibular teeth, if present, will also be performed at the 
Screening Visit, Visit 4, Visit 5 and Visit 8 according to the standard dental 
prophylaxis procedure used at the site.

6.1.11. Subject Assessment Questionnaire (SAQ)
The Subject Assessment Questionnaire (SAQ) will be completed by the subject on 
Day -1 (Visit 1 & Visit 5) before prophylaxis. The SAQ will also be done on Day 7 
(Visit 4 & Visit 8), before and after supervised product use. The SAQ will be done as 
described in Appendix 2.

6.1.12. Microbiology Samples – Disc Sampling and Denture Sonicate
Disc Sampling: The quadrants of the fitting surface of the maxillary denture will be 
sampled as described below. The selected areas will be lateral to the midline and 
corresponding to the palatal rugae. Where a relief chamber was present on the 
denture, it will be avoided during specimen collection.
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The maxillary denture will be marked by the dental examiner using a denture marker 
(Fig 1a). The selected areas will be lateral to the midline and corresponding to the 
palatal rugae. Where a relief chamber was present on the denture, it will be avoided 
during specimen collection. Pre-prophylaxis and Pre-treatment samples will be taken 
from the left rough (A) and left smooth (D) denture surface (Fig 1b). Post-prophylaxis 
and post-treatment samples will be taken from the right rough (B) and right smooth 
(C) denture surface (Fig 1b). 

A pre-sterilised 1013mm filter paper disc (Whatman Grade 1, SIGMA-ALDRICH 
COMPANY LTD., DORSETWhatman Laboratory Division, Maidstone, England) is 
to be lightly pressed against the allocated quadrant, leaving enough space to place two
discs without overlap. Microbiological sampling will be carried out from one 
standardised site on the fitting surface of the denture for standard culture (Miles and 
Misra, 1938). The disc will be left for 20 sec prior to aseptic removal using sterile 
tweezers, with one of the discs added to a bijoux tube containing 5 mL of saline 
solution and the other disc to a cryotube containing 1.5 mL of RNAlater®. At Visit 1 
and Visit 5, the subjects will have pre- and post-prophylaxis samples taken. At Visits 
2, 3, 4, 6, 7 and 8, the subjects will have pre- and post-treatment samples taken.

Denture Sonicate: On Day -1 (pre-prophylaxis) and Day 7 (post-treatment) for 
Treatment Schedules 1 and 2, following disc sampling, the maxillary denture will be 
placed in a sterile bag containing 50 mL saline solution. The bag will be placed in an
ultrasonic bath and adherent organisms removed by mild sonication (35 Kilo Hz). 
The contents of the bag will then be poured into a 50mL tube. All biological samples 
will be placed in a sealed plastic container then transported to the category 2 
microbiology laboratories of the dental school. All tubes will be anonymised and 
coded accordingly. 

The samples will be taken and handled following the relevant laws or guidelines 
covering the collection, use, storage, transportation and disposal of human tissue and 
protection of data privacy [Human Tissue (Scotland) Act].
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6.1.13. Denture Plaque Assessment

The denture plaque will be assessed on the fitting surface of the maxillary denture; 
the polished surfaces of the denture; and the teeth (Facial/ Buccal and Palatal) based 
on the modification of the Clinical Categorization of Denture Cleanliness Index, Blair 
et al., 1995.

0 No visible plaque; no matter adherent to the side of the dental probe  on light 
scraping

1 No visible plaque; matter adherent to the side of the dental probe on light 
scraping 

2 Deposits of plaque just visible on careful examination without need to confirm 
by scraping

3 Deposits of plaque clearly visible
4 Gross plaque deposits (“velvet appearance”)

6.1.14. Denture Stain Assessment

The subject’s maxillary denture will be assessed for stain on the fitting surface of the 
denture; the polished surfaces of the denture; and the teeth (Facial/ Buccal and 
Palatal) based on the modification of the Denture Cleanser Index, Mylonas et al., 
2014.

0 No staining detectable 
1 Little staining (<25% of surface stained) 
2 Moderate staining of surface (25-50% of surface stained) 
3 Severe staining of surface (>50% of surface stained) 

6.1.15. Examiner Repeatability Assessments 

Data for Plaque assessments and Stain assessments will be taken from replicate 
examinations performed by the Examiners during the study. Depending on subject 
visit scheduling, every effort will be made to do repeatability examinations once 
during each treatment period for each subject, that is, one in Treatment Period 1 and 
one in Treatment Period 2. Repeatability examinations will have a minimum of 10 
minutes between repeat of the same subject. In addition, every effort should be made 
to ensure that the examiner does not refer to the results of the prior assessment before 
conducting the repeat assessment. Intra-examiner repeatability will be assessed using 
a weighted kappa coefficient.
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6.2. Treatment Period 1 (Visit 2) & Treatment Period 2 (Visit 6) -
Baseline Visit Day 0

6.2.1. Oral Soft Tissue Examination - Edentulous
See Section 6.1.9.

6.2.2. Microbiology Samples – Disc Sampling
See Section 6.1.12 for Disc Sampling.

6.2.3. Denture Plaque Assessment
See Section 6.1.13. 

6.2.4. Denture Stain Assessment
See Section 6.1.14. 

6.3. Treatment Period 1(Visit 3) & Treatment Period 2 (Visit 6) –
Day 3

6.3.1. Oral Soft Tissue Examination - Edentulous
See Section 6.1.9.

6.3.2. Microbiology Samples – Disc Sampling
See Section 6.1.12 for Disc Sampling.

6.3.3. Denture Plaque Assessment
See Section 6.1.13.

6.3.4. Denture Stain Assessment
See Section 6.1.14. 
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6.4. Treatment Period 1(Visit 4) & Treatment Period 2 (Visit 8) –
Day 7 - Last Subject Last Visit (LSLV)

6.4.1. Oral Soft Tissue Examination - Edentulous

See Section 6.1.9.

6.4.2. Subject Assessment Questionnaire (SAQ)
See Section 6.1.11.

6.4.3. Microbiology Samples – Disc Sampling and Denture Sonicate
See Section 6.1.12 for Disc Sampling and Denture Sonicate.

6.4.4. Denture Plaque Assessment
See Section 6.1.13.

6.4.5. Denture Stain Assessment
See Section 6.1.14. 

6.4.6. Denture Prophylaxis and Dental Prophylaxis
See Section 6.1.10. 

6.4.6. Study Conclusion
Subjects will be evaluated to determine if they completed all study procedures or if 
they were discontinued from the study early.  If the subject discontinued at any point 
during the study, the primary reason for withdrawal should be recorded on the Study 
Conclusion page of the CRF by selecting one of the options below.

1. Subject did not meet study criteria
2. Adverse Event
3. Lost to Follow Up
4. Protocol Violation
5. Withdrawal of Consent
6. Other

6.5. Treatment Period 2 (Visit 5) – Day -1

6.5.1. Oral Soft Tissue Examination - Edentulous

See Section 6.1.9.
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6.5.2. Subject Assessment Questionnaire (SAQ)

See Section 6.1.11.

6.5.3. Microbiology Samples – Disc Sampling and Denture Sonicate
See Section 6.1.12 for Disc Sampling and Denture Sonicate. 

6.5.4. Denture Plaque Assessment
See Section 6.1.13.

6.5.5. Denture Stain Assessment
See Section 6.1.14. 

6.5.6. Denture Prophylaxis and Dental Prophylaxis
See Section 6.1.10. 

6.6. Clinical Safety Laboratory Assessments

All protocol required laboratory assessments, must be conducted in accordance with 
the Laboratory Manual or according to the laboratory section of the Protocol, and 
Protocol Schedule of Events.  Samples must be clearly labelled with the subject 
number, protocol number, site/centre number, and visit date.  Details for the 
preparation and shipment of samples will be provided by the laboratory. Reference 
ranges for all safety parameters will be provided to the site by the laboratory 
responsible for the assessments.

If additional non-protocol specified laboratory assessments are performed at the 
institution’s local laboratory and result in a change in subject management or are 
considered clinically significant or abnormal by the investigator (e.g., SAE or AE or 
dose modification or protocol deviations) the results must be recorded in the CRF. If 
the clinically significant abnormal lab is associated with a diagnosis, the diagnosis 
should be recorded on the CRF.

6.6.1. Microbiological Analysis
The disc bijoux samples will be immediately prepared for microbiological processing.
The microbiological processing will be performed according to manuals and 
specifications at the University of Glasgow Dental School Oral Science Labs. 
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After the colonies have been counted and verified, the plates will be disposed of 
following the University of Glasgow Dental School Local Rules and Procedures for 
Safety.

6.6.2. Molecular Analysis
For molecular analysis, a targeted approach will be taken, looking at 8 important oral 
species: Candida albicans, Streptococcus species, Actinomyces naeslundii, 
Veillonella dispar, Lactobacillus casei, Lactobacillus zeae, Rothia denticariosa, 
Fusobacterium nucleatum. The molecular processing will be performed according to 
manuals and specifications at the University of Glasgow Dental School Oral Science 
Labs. The retention and destruction of all the samples upon completion of the study 
will be done following the University of Glasgow Dental School Local Rules and 
Procedures for Safety.

6.6.3. Microbiome Analysis
The microbiome analysis will be performed by Academisch Centrum 
Tanndheelkunde Amsterdam (ACTA), Amsterdam, Netherlands according to 
manuals and specifications at ACTA. 

The retention and destruction of all the samples upon completion of the study will be 
done following the ACTA Local Rules and Procedures for Safety.

7. SAFETY ASSESSMENTS

7.1. Definitions of an Adverse Event and Serious Adverse Event 

7.1.1. Adverse Events
The investigator or site staff will be responsible for detecting, documenting and 
reporting events that meet the definition of an AE or SAE.

Adverse Event Definition:
 An AE is any untoward medical occurrence in a patient or clinical 

investigation subject, temporally associated with the start of the denture and 
dental prophylaxis at the Screening Visit, whether or not considered related to 
the procedure.

 NOTE: An AE can therefore be any unfavorable and unintended sign 
(including an abnormal laboratory finding), symptom, or disease (new or 
exacerbated) temporally associated from the start of the denture and dental 
prophylaxis at the Screening Visit.

Events meeting AE definition include:
 Any abnormal laboratory test results (if applicable) or other safety 
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assessments, including those that worsen from baseline, and felt to be 
clinically significant in the medical and scientific judgment of the 
investigator.

 Exacerbation of a chronic or intermittent pre-existing condition including 
either an increase in frequency and/or intensity of the condition.

 New condition(s) detected or diagnosed after study product administration 
even though it may have been present prior to the start of the study.

 Signs, symptoms, or the clinical sequelae of a suspected interaction.
 Signs, symptoms, or the clinical sequelae of a suspected overdose of either 

study product or a concomitant medication (overdose per se will not be 
reported as an AE/SAE).

Events NOT meeting definition of an AE include:
 Any clinically significant abnormal laboratory findings (if applicable) or other 

abnormal safety assessments which are associated with the underlying disease, 
unless judged by the investigator to be more severe than expected for the 
subject’s condition. 

 The disease/disorder/ condition being studied or expected progression, signs, 
or symptoms of the disease/disorder being studied, unless more severe than 
expected for the subject’s condition.. 

 Medical or surgical procedure (e.g., endoscopy, appendectomy): the condition 
that leads to the procedure is an AE.

 Situations where an untoward medical occurrence did not occur (social and/or 
convenience admission to a hospital).

 Anticipated day-to-day fluctuations of pre-existing disease(s) or condition(s) 
present or detected at the start of the study that do not worsen.

7.1.2. Serious Adverse Events
Serious Adverse Event is defined as any untoward medical occurrence that, at 
any dose:

A. Results in death
B. Is life-threatening

NOTE: The term 'life-threatening' in the definition of 'serious' refers to an 
event in which the subject was at risk of death at the time of the event.  It does 
not refer to an event, which hypothetically might have caused death, if it were 
more severe.

C. Requires hospitalization or prolongation of existing hospitalization
NOTE: In general, hospitalization signifies that the subject has been detained 
(usually involving at least an overnight stay) at the hospital or emergency 
ward for observation and/or treatment that would not have been appropriate in 
the physician’s office or out-patient setting.  Complications that occur during 
hospitalization are AEs.  If a complication prolongs hospitalization or fulfills 
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any other serious criteria, the event is serious.  When in doubt as to whether 
“hospitalization” occurred or was necessary, the AE should be considered 
serious.

Hospitalization for elective treatment of a pre-existing condition that did not 
worsen from baseline is not considered an AE.

D. Results in disability/incapacity
NOTE: The term disability means a substantial disruption of a person’s ability 
to conduct normal life functions.

This definition is not intended to include experiences of relatively minor 
medical significance such as uncomplicated headache, nausea, vomiting, 
diarrhea, influenza, and accidental trauma (e.g. sprained ankle) which may 
interfere or prevent everyday life functions but do not constitute a substantial 
disruption.

E. Is a congenital anomaly/birth defect
F. Other Situations

 Medical or scientific judgment should be exercised in deciding 
whether reporting is appropriate in other situations, such as important 
medical events that may not be immediately life-threatening or result 
in death or hospitalization but may jeopardize the subject or may 
require medical or surgical intervention to prevent one of the other 
outcomes listed in the above definition. These should also be 
considered serious.

 Examples of such events are invasive or malignant cancers, intensive 
treatment in an emergency room or at home for allergic bronchospasm, 
blood dyscrasias or convulsions that do not result in hospitalization or 
development of drug dependency or drug abuse or reports of 
spontaneous abortion.

7.2. Recording Adverse Events and Serious Adverse Events

Recording of adverse events and serious adverse events:
 The investigator or site staff will be responsible for detecting, documenting 

and reporting events that meet the definition of an AE or SAE. 
 The investigator or site staff will then record all relevant information 

regarding an AE/SAE in the CRF.
 There may be instances when copies of medical records for certain cases are 

requested by GSK.  In this instance, all subject identifiers, with the exception 
of the subject number, will be blinded on the copies of the medical records 
prior to submission of to GSK.

 The investigator will attempt to establish a diagnosis of the event based on
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signs, symptoms, and/or other clinical information.  In such cases, the 
diagnosis will be documented as the AE/SAE and not the individual 
signs/symptoms. Clinical AEs will be described by diagnosis and not by 
symptoms when possible (e.g., upper respiratory tract infection, seasonal 
allergy, etc. instead of runny nose).

 AEs will be collected from the start of the denture and dental prophylaxis at 
the Screening Visit; and until 5 days following last administration of the study 
product.

 SAEs will be collected over the same time period as stated above for AEs.  
However, any SAEs assessed as related to study participation (e.g., 
investigational product, protocol mandated procedures, invasive tests, or 
change in existing therapy) or related to a GSK concomitant medication will 
be recorded from the time a subject consents to participate in the study up to 
and including any follow-up contact.  

 Medical conditions reported prior to the time period for reporting AEs/SAEs 
should be recorded as part of the subject’s medical history.

7.3. Evaluating Adverse Events and Serious Adverse Events

Assessment of Intensity:
The investigator or designee will make an assessment of intensity for each AE and 
SAE reported during the study and will assign it to one of the following categories:

 Mild:  An event that is easily tolerated by the subject, causing minimal 
discomfort and not interfering with everyday activities.

 Moderate:  An event that is sufficiently discomforting to interfere with normal 
everyday activities

 Severe:  An event that prevents normal everyday activities. - an AE that is 
assessed as severe will not be confused with an SAE. Severity is a category 
utilized for rating the intensity of an event; and both AEs and SAEs can be 
assessed as severe.

Note: An event is defined as ‘serious’ when it meets at least one of the pre-defined 
outcomes as described in the definition of an SAE.

Assessment of Causality:
 The investigator is obligated to assess the relationship between study product 

and the occurrence of each AE/SAE.
 A "reasonable possibility" is meant to convey that there are facts/evidence or 

arguments to suggest a causal relationship, rather than a relationship cannot be 
ruled out.

 The investigator will use clinical judgment to determine the relationship.
 Alternative causes, such as natural history of the underlying diseases, 

concomitant therapy, other risk factors, and the temporal relationship of the 
event to the study product will be considered and investigated.
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 The investigator will also consult the Investigator Brochure (IB) and/or 
Product Information, for marketed products, in the determination of his/her 
assessment.

 For each AE/SAE the investigator must document in the medical notes 
(source document) or CRF that he/she has reviewed the AE/SAE and has 
provided an assessment of causality.

 There may be situations when an SAE has occurred and the investigator has 
minimal information to include in the initial report to GSK.  However, it is 
very important that the investigator always make an assessment of 
causality for every event prior to the initial transmission of the SAE data 
to GSK.

 The investigator may change his/her opinion of causality in light of follow-up 
information, amending the SAE data collection tool accordingly.

 The causality assessment is one of the criteria used when determining 
regulatory reporting requirements.

7.4. Reporting Adverse Events and Serious Adverse Events

AE Reporting to GSKCH:
 AEs will be recorded in the AE section of the CRF. 
 Medical conditions recorded by the subject on a diary card or similar 

document that meet the definition of an AE must also be recorded in the AE 
section of the CRF, if not previously well-characterized by the investigator in 
the subject’s medical history. 

 AEs elicited by the investigator in a standard manner at the study visits should 
also be recorded in the AE section of the CRF.  The investigator or designee 
must ask the subject the following question during each visit including any 
follow-up visits:  “Have you felt unwell, experienced any symptoms or taken 
any medication (since your last visit) (today) (since your last dose) (since the 
last session)?”

 The medically qualified investigator should review adverse events in a timely 
manner; this review should be documented in writing in the source document 
or in the CRF. 

 After the study is completed at a given site, and the site has received their 
study data on Compact Discs (CDs), the electronic data collection tool will be 
removed from the internet to prevent the entry of new data or changes to 
existing data.

SAE Reporting to GSKCH:
A paper copy of the SAE form provided in the investigator study master file should 
be completed as fully as possible. 
It is essential to enter the following information: 

 Protocol and subject identifiers
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 Subject’s demography
 Description of events, with diagnosis if available
 Investigator opinion of relationship to study product (see section 8.3)
 Criterion for seriousness.

The following are desirable and are of particular relevance for investigator and 
GSKCH assessment of the SAE report:

 Date of onset of AE 
 Date AE stopped, if relevant
 Study product start date
 Study product end date if relevant
 Action taken on study product
 Outcome if known

The SAE form, completed as fully as possible, and SAE fax cover sheet must be 
faxed or e-mailed to the appropriate GSKCH Study Manager as soon as possible, but 
not later than 24 hours after study site personnel learn of the event. The GSKCH 
Study Manager should be notified of the situation by telephone or email.

Fax Serious Adverse Events to:
UK:

The GSKCH Study Manager will be responsible for forwarding the SAE form to the 
Case Management Group, Global Clinical Safety and Phamacovigilance, the Medical 
Director responsible for the study and other GSKCH personnel as appropriate via 
email.

The initial report will be followed up with more information as relevant, or as 
requested by the GSKCH study manager.

7.5. Follow-up of Adverse Events and Serious Adverse Events

Follow-up of AEs and SAEs:
 After the initial report, the investigator is required to proactively follow up 

with each subject and provide further information on the subject’s condition.
 All AEs/SAEs will be followed until resolution, until the condition stabilizes, 

until the event is otherwise explained, or until the subject is lost to follow-up.  
 The investigator is obligated to perform or arrange for the conduct of 

supplemental measurements and/or evaluations as may be indicated or as 
requested by GSK to elucidate as fully as possible the nature and/or causality 
of the AE or SAE.

 Investigators are not obliged to actively seek AEs or SAEs in former subjects.  
However, if the investigator learns of any SAE, including the death, at any 
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time after a subject has been discharged from the study, and considers the 
event reasonably related to the investigational product or study participation, 
the investigator will promptly notify GSKCH.

 The investigator will submit any updated SAE data to GSK within the 
designated reporting time frames.

Regulatory and ethics reporting requirements for SAEs:
 The investigator will promptly report all SAEs to GSKCH within the 

designated reporting timeframes (within 24 hours of learning of the event).  
GSKCH has a legal responsibility to notify, as appropriate, the local 
regulatory authority and other regulatory authorities about the safety of a 
product under clinical investigation.  Prompt notification of SAEs by the 
investigator to GSKCH is essential so that legal obligations and ethical 
responsibilities towards the safety of subjects are met.

 GSKCH will comply with country specific regulatory requirements relating to 
safety reporting to the regulatory authority, IEC and investigators.

 Investigator safety reports are prepared according to GSKCH policy and are 
forwarded to investigators as necessary.  An investigator safety report is 
prepared for a SAE(s) that is both attributable to investigational product and 
unexpected.  The purpose of the report is to fulfill specific regulatory and 
GCP requirements, regarding the product under investigation.

 An investigator who receives an investigator safety report describing a SAE(s) 
or other specific safety information (e.g., summary of listing of SAEs) from 
GSKCH will file it with the Investigator Brochure (or safety statement) and 
will notify the IEC, if appropriate according to local requirements.

7.6. Definition of and Procedure for Reporting Medical Device 
Incidents

Medical devices are being provided by GSKCH for use in this study; the medical 
device in this study is the denture cleanser (Corega® Tabs). GSKCH medical device 
incidents, including those resulting from malfunctions of the device, must be 
detected, documented, and reported by the investigator on the CRF throughout the 
study.

7.6.1. Definition of an Incident
Definition of an Incident:

 Any malfunction or deterioration in the characteristics and/or performance of 
a device, as well as any inadequacy in the labelling or the instructions for use 
which, directly or indirectly, might lead to or might have lead to the death of a 
patient or user or of other persons or to a serious deterioration in their state of 
health.
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7.6.2. Reporting of Incidents and Malfunctions
Incident Reporting to GSKCH:

 All incidents must be reported to GSKCH within 24 hours (or sooner if 
possible) of the investigator or designee becoming aware of the situation.

 Any medical device incident occurring during the study will be documented in 
the subject's medical records, in accordance with the investigator's normal 
clinical practice, and on the appropriate Incident Report Form.  In addition, 
for incidents fulfilling the definition of an AE or an SAE, the appropriate AE 
CRF page or SAE form will be completed and reported as per the AE and 
SAE reporting sections.

 The Incident Report Form will be completed as thoroughly as possible and 
signed by the investigator before transmittal to GSKCH.  It is very important 
that the investigator describes any corrective or remedial actions taken to 
prevent recurrence of the incident.

 The completed Incident Report Form should be faxed or emailed to the 
appropriate GSKCH Study Manager as soon as possible, but not later than 
24 hours after study site personnel learn of the event. If there is an SAE, the 
completed SAE pages should be sent together with this report form.  
However, if a copy of the SAE report is sent with this form, this does not 
replace the procedure to report an SAE.  The original Incident Report Form 
will remain with the subject’s records.

 The GSKCH Study Manager should be notified of the situation by telephone 
or email.

Fax the Incident Report Forms to:
UK: 

 The GSKCH Study Manager will be responsible for forwarding the Incident 
Report Form to the Case Management Group, Global Clinical Safety and 
Pharmacovigilance, the Medical Director responsible for the study and other 
GSKCH personnel as appropriate.

 The initial report will be followed up with more information as relevant, or as 
requested by the GSKCH study manager.

Reporting of Malfunctions to GSKCH:
The investigator will follow the following directions regarding device failure 
(malfunction):

 Notify GSKCH immediately.
 Schedule the subject to return to the site promptly to return the failed device.
 Record any incidents on the CRF and Incident Report Form following 

instructions given in the section above.
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 Return the failed device to the sponsor as soon as possible, including 
documentation of the details of the failure.

7.6.3. Follow-up of Incidents
Follow-up of Incidents:
During the study:

 All incidents will be followed until resolution of the event, until the condition 
stabilizes, until the condition is otherwise explained, or until the subject is lost 
to follow-up. This applies to all subjects, including those withdrawn 
prematurely. The investigator is responsible for ensuring that follow-up 
includes any supplemental investigations as may be indicated to elucidate as 
completely as practical the nature of the incident.

 New or updated information will be recorded on the originally completed 
form with all changes signed and dated by the investigator.

After the study:
 Investigators are not obligated to actively seek reports of incidents in former 

subjects.  However, if the investigator learns of any incident at any time after 
a subject has been discharged from the study, and such incident is reasonably 
related to a GSKCH medical device provided for the study, the investigator 
will promptly notify GSKCH.

Regulatory and Ethics Reporting Requirements for Incidents:
 The investigator will promptly report all incidents occurring with any GSKCH 

medical device provided for use in the study within 24 hours. GSKCH has a 
legal responsibility to notify appropriate regulatory bodies and other entities 
about certain safety information relating to medical devices being used in 
clinical studies. Prompt notification of incidents by the investigator to 
GSKCH is essential in order to meet legal obligations and ethical 
responsibility towards the safety of subjects.

 The investigator, or responsible person according to local requirements, will 
comply with the applicable local regulatory requirements relating to the 
reporting of incidents to the IEC.

7.7. Collection of Pregnancy Information

7.7.1. Time Period for Collecting of Pregnancy Information
Collection of Pregnancy Information:

 Pregnancy information will be collected on all pregnancies reported following 
administration of any investigational product (or washout product).
Information on pregnancy identified during the screening phase and prior to 
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investigational product (or washout product) administration does not need to 
be collected.

7.7.2. Action to be Taken if Pregnancy Occurs
Action to be Taken:

 The investigator will collect pregnancy information on any subject who 
becomes pregnant while participating in the study after administration of the 
investigational product (or washout product). The investigator will record 
pregnancy information on the appropriate form and submit it to GSKCH 
within 2 weeks of learning of the subject becoming pregnant. The subject will 
be followed to determine the outcome of the pregnancy. Information on the 
status of the mother and infant / neonate (including concomitant medications 
taken by the mother during the pregnancy) will be forwarded to GSKCH. 
Generally, follow-up will be no longer than 6 to 8 weeks following the 
estimated delivery date. Any termination of the pregnancy will be reported.

 While pregnancy itself is not considered to be an AE, any pregnancy 
complication or elective termination for medical reasons will be recorded as 
an AE or SAE.

 A spontaneous abortion is always considered to be an SAE and will be 
reported as such. An SAE occurring in association with a pregnancy, brought 
to the investigator’s attention after the subject completed the study and 
considered by the investigator as possibly related to the investigational 
product, must be promptly forwarded to GSK.

 While the investigator is not obliged to actively seek this information in 
former study participants, he or she may learn of an SAE through spontaneous 
reporting.

 If the subject becomes pregnant during the study they should be withdrawn 
from the study and this should be recorded in the appropriate section of the 
CRF.

8. DATA MANAGEMENT

For this study subject data will be entered into an electronic case report form, using a 
GSKCH validated data system.

8.1. Source Documents/ Data

The source documents (e.g. hospital records, clinical and office charts, laboratory 
notes, memoranda, subjects’ diaries or evaluation checklists, pharmacy dispensing 
records, recorded data from automated instruments, microfiches, photographic 
negatives, microfilm or magnetic media, x-rays, subject files and records kept at the 
pharmacy, at the laboratory and at the medico-technical departments involved in the 
clinical study) which contain the source of data recorded in the CRF should be 
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specified in the Source Document Designation Form.  In some cases the CRF can be 
used as a source document.

Each subject will be assigned and identified by a unique Screening Number. Any 
reference made to an individual subject within the study must be done using the 
unique Screening Number.

8.2. Electronic Case Report Form

A CRF is a printed, optical, or electronic document designed to record all of the 
protocol required information to be reported to the sponsor on each trial subject.

For each subject who has given informed consent/assent and has been screened, CRF 
must be completed and signed by the Principal Investigator (or authorized designee) 
to certify that the data are complete and correct.  

Management of clinical data will be performed in accordance with applicable 
GSKCH standards and data cleaning procedures to ensure the integrity of the data e.g. 
removing errors and inconsistencies in the data. 

In order to protect the privacy of subjects, no Personally Identifiable Information 
(PII) (including the subject's name or initials or birth date) is to be recorded in the 
CRF or as part of the query text.

Adverse events and concomitant medications terms (if applicable) will be coded 
using MedDRA (Medical Dictionary for Regulatory Activities) and an internal 
validated medication dictionary, GSKDrug.  

Subject data will be entered into GSKCH defined CRFs and transmitted electronically 
to GSKCH in a validated (21 CFR Part 11 compliant) web-based electronic data 
capture system (InFormTM).

All CRF pages should be completed during a subject assessment when the CRF has 
been designated as the source.  Data that is sourced elsewhere should be entered into 
the CRF in an agreed upon timeframe between the Investigator and Sponsor.  

The CRFs (including queries, query responses and audit trails) will be retained by 
GSKCH. Site data archived compact discs (CD(s)) prepared by a third party will be 
sent to the investigator to maintain as the investigator copy following the 
decommissioning of the study.
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8.3. Data Handling

Documentation of all data management activities should allow step-by-step 
retrospective assessment of data quality and study performance. Any changes or 
corrections to data will be performed in the Electronic Data Capture (EDC) System, 
and it will include rationale for changes. The EDC system has an audit trail, which 
will provide a complete record of the changes and corrections endorsed by the 
Investigator.

8.3.1. Data Queries
Programmed edit checks will be generated automatically, as the data is being entered
into the system. Data Management will also run reports and listings on the CRF data, 
in addition to the queries already programmed and generated by the system, to raise 
manual queries as needed for site clarification or correction. The Clinical Dictionary
Development and Management Group will raise queries as needed on safety data to 
code the terms (Adverse Events and Drugs) are reported appropriately. 

The study monitor at the study site will review the CRFs in accordance with the 
monitoring plan, and any queries will be generated in the EDC System to the 
Investigator or designee, enabling the errors to be addressed in parallel with Data 
Management review. Monitor can also run reports and listings on the CRFs, to raise 
manual queries as needed for site clarification or correction

8.4. Processing Patient Reported Outcomes

Patient reported outcome (PRO) data are collected directly from the subject PRO 
measures e.g. diary cards, questionnaires etc, and entered into the sponsor’s clinical 
data management system (DMS) by the study site representative. In instances where 
the PRO data is entered into the DMS by GSKCH, the PROs will be anonymised, and 
forwarded to GSKCH for entry, as agreed and documented ahead of the study 
starting. PROs that are source will be retained by the investigator and certified copies 
will be sent to GSKCH. 

In order to protect the privacy of subjects, no Personally Identifiable Information 
(PII) (including the subject's name or initials or birth date) is to be recorded on all 
PRO’s that will be forwarded to GSKCH.

8.5. External Data

External Data are subject data obtained externally to the CRF. These data are 
generated from laboratory instruments, computers or other sources and then 
transcribed into a file and format agreed upon by GSKCH to identify the subject and 
time point referenced in the CRF and/or protocol. 
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An agreed upon quality control process is performed against the transcribed data to 
the source to ensure the accuracy of the transcription. The transcribed data is 
transmitted in an agreed upon format to GSKCH via secured web portal or CD/DVD 
via mail carrier with tracking capabilities. 

Proper reconciliation will be performed between the transcribed data and the clinical 
database to ensure subject and time point referenced in the Clinical Database match 
before Clinical Database Freeze (locking of the database) can occur.

9. STATISTICAL CONSIDERATIONS AND DATA 
ANALYSES

9.1 Sample Size Determination

Due to lack of appropriate data it was not possible to perform a formal sample size 
calculation. A total of 17 subjects was considered sufficient to assess the efficacy and 
safety of the treatments under investigation. Confidence intervals will be provided to 
aid precision of treatment estimate.

Approximately 30 healthy subjects will be screened to randomise at least
APPROXIMATELY 20 subjects. This will ensure that approximately 17 evaluable 
subjects will complete the entire study.

9.2. General Considerations

9.2.1. Definition of Analysis Populations

All assessments of safety will be based on the safety population, defined as all 
subjects who are randomised and receive at least one dose of study treatment during 
the study. Safety population summaries will be presented by treatment received.

The primary population for efficacy assessment will be the intent-to-treat (ITT) 
population, defined as all subjects who are randomised, receive at least one dose of 
the study treatment and provide at least one post-baseline assessment of microbial 
count from disc sampling. All ITT population summaries and analyses will be 
presented by treatment randomised.

The per protocol (PP) population is defined as all subjects in the ITT population who 
have at least one assessment of efficacy considered unaffected by protocol violations.
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PP analysis will be performed only on those data considered unaffected by protocol 
violations. Efficacy analysis on the PP population will be performed only if there is 
more than 10% difference in the number of subjects between PP and ITT populations. 
A decision on whether a PP analysis will be performed will be made prior to study 
unblinding.

9.2.2. Exclusion of Data from Analysis

Any of the following will be considered a protocol violation which may warrant 
exclusion of data or the subject from efficacy analysis:

 Violation of inclusion or exclusion criteria that are deemed to affect efficacy.
 Medical history which is deemed to affect efficacy.
 Use of prohibited treatment or medication before or during the study, which is 

felt to affect the assessment of efficacy. 
 Not receiving randomised treatment.
 Treatment non-compliance
 Assessments outside the scheduled time windows
 Protocol deviations captured in CRF.
 Any other reason identified likely to affect efficacy

Protocol violations which warrant exclusion from efficacy analysis will be identified 
between the statistician and medical director or designee ahead of database lock and 
breaking the study blind and will be documented in the population definitions 
document.
The repeatability population will comprise subjects who will have initial and repeat 
assessments for plaque or stain data. The repeat data will not be used in the plaque or 
stain data analysis.

9.2.3. Criteria for Evaluation

All measures captured in the study will be used to investigate the effect of daily 
denture cleanser use versus the effect of denture cleanser use weekly (on the 7th day 
from entering the study). OST abnormalities, incidents and AEs reported in the study 
will be used for safety evaluations of the study treatments.

9.2.4. Criteria for Assessing Efficacy
Not Applicable.
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9.2.5. Criteria for Assessing Tolerability
The assessment for safety will be based on OST abnormalities, incidents and AEs 
reported following dosing with study treatment.

9.2.6. Criteria for Assessing Bioequivalence
Not Applicable.

9.2.7. Handling of Dropouts and Missing Data

Subjects who withdraw from the study early will be included in the study analysis up 
to the point of withdrawal. Subjects who withdraw will not be replaced. No data will 
be imputed in the case of dropouts or missing data.

9.2.8. Other Issues
Not Applicable.

9.3. Statistical Methods and Analytical Plan

Additional details of the proposed statistical analysis will be documented in the 
statistical analysis plan (SAP), which will be written following finalization of the 
protocol and prior to study unblinding/analysis (as appropriate).

9.3.1. Demographic and Baseline Characteristics

Descriptive statistics (percentages, means and standard deviations) of demographic 
and baseline characteristics data will be tabulated.

9.3.2. Primary Analysis

Microbial Count – Denture Disc Samples at Day 7

Microbial count will be log transformed (log 10 scale) before any summary or 
statistical analysis will be performed. Changes from baseline (pre-treatment 
assessment on Day 0) in microbial count from denture disc sampling will be 
calculated on Day 7. These will be analysed using an ANCOVA model with 
treatment and period as factors and subject-level and period-level pre-treatment (on 
day 0) baseline scores as covariates. To allow model estimates to be representative of 
the studied population, subject will be included into the model as a random effect. 
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9.3.3. Secondary Analyses

Microbial Count – Denture Disc Samples at Days 0 and 3 and Stain and Plaque at 
Days 0, 3, and 7

Changes from baseline in microbial count on Day 3 (from disc sampling), stain and 
plaque will be calculated and analysed using an ANCOVA model as described for the 
primary endpoint analysis. All analyses will be carried out separately at Day 0, 3 and 
7.

Microbial Count – Denture Sonication Samples at Day 7

Post treatment denture sonication samples will be analysed using an analyses of 
variance model with post-treatment values on day 7 as response variable and 
treatment procedure, period and subject (random effect) as factors.

Model assumptions will be investigated and if violated then the non-parametric 
Wilcoxon Signed rank test will be used to investigate any treatment procedure 
differences. 

Molecular Species Analysis

Simple summary statistics of number of subjects, mean, standard deviation, minimum 
and maximum by treatment procedure will be provided for the most important 10 
molecular species. 

Subject Questionnaire Data

Counts and percentages by treatment procedure will be used to summarize the subject 
assessment questionnaire data. 

9.3.4. Safety Analysis

For the assessment of safety/tolerability, incidents and AEs will be listed. AEs will be 
summarised by treatment group. AEs will be regarded as treatment emergent if they 
occur on or after the first treatment application at the baseline visit.

9.3.5. Other Analysis
Repeatability will be performed for plaque and stain assessments. Each repeat 
assessment will be compared to the original assessment. 

A weighted kappa coefficient (κ) will be calculated, along with the 95% confidence 
interval to assess the intra-examiner repeatability. Repeatability will be deemed 
(Fleiss):
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 Excellent,     if κ > 0.75
 Fair to good, if 0.4 ≤ κ ≤0.75
 Poor,             if κ < 0.4       

All subjects who have repeatability data will be included in this analysis.

10. STUDY GOVERNANCE CONSIDERATIONS

10.1. Posting of Information on Publicly Available Clinical Trials 
Registers

Study information from this protocol will be posted on publicly available clinical trial 
registers before enrollment of subjects begins.

10.2. Regulatory and Ethical Considerations, Including the Informed 
Consent

The study will be conducted in accordance with all applicable regulatory 
requirements, and with GSK policy.

The study will also be conducted in accordance with ICH Good Clinical Practice 
(GCP), all applicable subject privacy requirements, and the guiding principles of the 
current version of the Declaration of Helsinki.  This includes, but is not limited to, the 
following:

 Before initiating a trial, the investigator/institution should have written and 
dated approval/favorable opinion from the IEC for the trial protocol (including 
amendments), written informed consent form, consent form updates, subject 
recruitment procedures (e.g., advertisements), investigator brochure/ safety 
statement (including any updates) and any other written information to be 
provided to subjects. A letter or certificate of approval will be sent by the 
investigator to the sponsor prior to initiation of the study, and also when 
subsequent amendments to the protocol are made.

 Signed informed consent  to be obtained for each subject before participation 
in the study (and for amendments as applicable)

 Investigator reporting requirements (e.g. reporting of AEs/SAEs/protocol 
deviations to IEC)

 GSK will provide full details of the above procedures, either verbally, in 
writing, or both.

10.3. Quality Control (Study Monitoring)

In accordance with applicable regulations including GCP, and GSK procedures, GSK 
or designee (i.e. third party vendor) monitors will contact the site prior to the start of 
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the study to review with the site staff the protocol, study requirements, and their 
responsibilities to satisfy regulatory, ethical, and GSK requirements.

When reviewing data collection procedures, the discussion will include identification, 
agreement and documentation of data items for which the CRF will serve as the 
source document.

GSK or designee will monitor the study and site activity to verify that the:
 Data are authentic, accurate, and complete.
 Safety and rights of subjects are being protected.
 Study is conducted in accordance with the currently approved protocol and 

any other study agreements, GCP, and all applicable regulatory requirements.

The extent and nature of monitoring will be described in a written monitoring plan on 
file at GSKCH. The investigator (or designee) agrees to allow the monitor direct 
access to all relevant documents and agrees to co-operate with the monitor to ensure 
that any problems detected in the course of these monitoring visits are resolved.

10.4. Quality Assurance

To ensure compliance with GCP and all applicable regulatory requirements, GSK 
may conduct a quality assurance assessment and/or audit of the site records, and the 
regulatory agencies may conduct a regulatory inspection at any time during or after 
completion of the study. 

In the event of an assessment, audit or inspection, the investigator (and institution) 
must agree to grant the advisor(s), auditor(s) and inspector(s) direct access to all 
relevant documents and to allocate their time and the time of their staff to discuss the 
conduct of the study, any findings/relevant issues and to implement any corrective 
and/or preventative actions to address any findings/issues identified.

The sponsor will be available to help investigators prepare for an inspection.

10.5. Conditions for Terminating the Study

Upon completion or premature discontinuation of the study, the GSKCH monitor will 
conduct site closure activities with the investigator or site staff, as appropriate, in 
accordance with applicable regulations including GCP, and GSKCH Standard 
Operating Procedures.

Both GSKCH and the Investigator reserve the right to temporarily suspend or 
prematurely discontinue this study at any time for reasons including, but not limited 
to, safety or ethical issues or severe non-compliance. For multicenter studies (if 
applicable), this can occur at one or more or at all sites.  
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If the trial is prematurely terminated or suspended for any reason, the investigator site 
should promptly inform the trial subjects and should assure appropriate therapy/ 
follow-up for the subjects. Where required by the applicable regulatory requirements, 
GSKCH should inform the regulatory authority(ies). 
In addition: 

 If the investigator terminates or suspends a trial without prior agreement of 
GSKCH, the investigator site should promptly inform the sponsor and the 
IEC, and should provide the sponsor and the IEC a detailed written 
explanation of the termination or suspension.

 If the GSKCH terminates or suspends a trial, the investigator should promptly 
inform the IEC and provide the IEC a detailed written explanation of the 
termination or suspension. 

 If the IEC terminates or suspends its approval/favorable opinion of a trial, the 
investigator should promptly notify the GSKCH and provide GSKCH with a 
detailed written explanation of the termination or suspension.

10.6. Records Retention

Following closure of the study, the investigator must maintain all site study records 
(except for those required by local regulations to be maintained elsewhere), in a safe 
and secure location.  

The records (study/ site master file) must be maintained to allow easy and timely 
retrieval, when needed (e.g., for a GSK audit or regulatory inspection) and must be 
available for review in conjunction with assessment of the facility, supporting 
systems, and relevant site staff.

Where permitted by local laws/regulations or institutional policy, some or all of these 
records can be maintained in a format other than hard copy (e.g., microfiche, scanned, 
electronic); however, caution needs to be exercised before such action is taken. 

The investigator must ensure that all reproductions are legible and are a true and 
accurate copy of the original and meet accessibility and retrieval standards, including 
re-generating a hard copy, if required.  Furthermore, the investigator must ensure 
there is an acceptable back-up of these reproductions and that an acceptable quality 
control process exists for making these reproductions.

The investigator must assure that the subject’s anonymity will be maintained.  On 
CRFs or other documents submitted to GSKCH, subjects should not be identified by 
their names or initials, but by an identification code. The investigator should keep a 
separate log of subjects’ codes, names and addresses.  Documents not for submission 
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to GSKCH, e.g. subjects’ written consent forms, should be maintained by the 
investigator in strict confidence.

GSK will inform the investigator of the time period for retaining these records to 
comply with all applicable regulatory requirements (GSKCH recommends that 
documents be kept for 10 years). The investigator is also required to keep subject 
identification codes on file for at least 15 years after completion or discontinuation of 
the study. The minimum retention time will meet the strictest standard applicable to 
that site for the study, as dictated by any institutional requirements or local laws or 
regulations, GSK standards/procedures, and/or institutional requirements.  

No study document should be destroyed without a prior written agreement between 
GSKCH and the investigator. The investigator must notify GSK of any changes in the 
archival arrangements, including, but not limited to, archival at an off-site facility or 
transfer of ownership of the records in the event the investigator is no longer 
associated with the site.

10.7. Provision of Study Results to Investigators, posting of 
Information on Publicly Available Clinical Trials Registers 
and Publication

Where required by applicable regulatory requirements, an investigator signatory will 
be identified for the approval of the clinical study report.  The investigator will be 
provided reasonable access to statistical tables, figures, and relevant reports and will 
have the opportunity to review the complete study results at a GSK site or other 
mutually-agreeable location.

GSK will also provide the investigator with the full summary of the study results.  
The investigator is encouraged to share the summary results with the study subjects, 
as appropriate.

The procedures and timing for public disclosure of the results summary and for 
development of a manuscript for publication will be in accordance with GSK Policy.

A manuscript will be progressed for publication in the scientific literature if the 
results provide important scientific or medical knowledge.
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12. APPENDICES

12.1. Appendix 1 - Abbreviations and Trademarks

Abbreviations

AE Adverse Event
C Centigrade
CD Compact Disc
CRF Case Report Form
Ct Cycle Threshold
EDC Electronic Data Capture
g Gravitational Acceleration
GCP Good Clinical Practice
GSKCH GlaxoSmithKline Consumer Healthcare
H Hours
ICH International Conference on Harmonization of Technical Requirements 

for Registration of Pharmaceuticals for Human Use
IEC Independent Ethics Committee
IRB Institutional Review Board
ITT Intention to Treat
μM Micrometer
mm Millimeter
MINS Minutes
ng Nanograms
OST Oral Soft Tissue
PII Personally Identifiable Information
PP Per Protocol
SAE Serious Adverse Event
SAQ Subject Assessment Questionnaire
PRO Patient Reported Outcome

Trademark Information

Trademarks of the GlaxoSmithKline group of companies:
COREGA
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12.2. Appendix 2 – Subject Assessment Questionnaire (SAQ)
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Timing of Amendment: Before un-blinding   After un-blinding

Reason for Amendment: Comments received from the clinical site regarding the 

analysis and clarification of endpoints. Please note all amendments are captured 

within the SAP text. Please refer to the Objectives & Endpoints document in 

Statistical analysis plan area which included clarification on endpoints. For further 

information about on the endpoints clarification please refer to the following 

document: 

In this amended SAP, the endpoints as described in the protocol have been further 

clarified and therefore differ slightly from the approved clinical protocol.  This 

change has been introduced in the amended SAP as clarification on the endpoints was 

needed to ensure an appropriate analysis. Endpoints have not been changed, but only 

clarified in more detail than in the protocol. No objectives have been changed and 

these remain as per the approved clinical protocol.

The originally approved SAP (version 2.0) available in phoenix is now redundant and 

this SAP covers all previous analyses and amendments.  
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Glossary

AE Adverse Event
ANCOVA Analysis of Covariance
ANOVA Analysis of variance
CFE Colony Forming Equivalence
CFU/mL Colony Forming Unit per millilitre
CI Confidence Interval
CRF Case Report Form
GSKCH GlaxoSmithKline Consumer Healthcare
ITT Intention to Treat
MedDRA Medical Dictionary for Regulatory Activities
OST Oral Soft Tissue
PII Personally Identifiable Information
PP Per Protocol
REP Repeatability Population
SAE Serious Adverse Event
SAP Statistical Analysis Plan
SAQ Subject Assessment Questionnaire
SD Standard Deviation
SOC System Organ Class
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1 Introduction

This document describes the statistical methods and data presentations to be used in 

the summary and analysis of the final data from Protocol 205202.

Typically, the Statistical Analysis Plan (SAP) is approved prior to database freeze.

Due to the changes needed for reasons stated above, this SAP amendment will be 

approved post unblinding. 

2 Objectives

Objective Endpoint

Primary Objective Endpoint

 To evaluate and compare the 

microbial count from Denture 

Disc Samples following daily 

use regimen of a denture 

cleanser compared to a single 

(once a week) use regimen on 

Day 7  

 Change from baseline (Day 0 pre-treatment) in 
aerobic bacteria microbial count on Day 7 (post-
treatment) from disc samples as measured by 
colony forming units (CFU/disc)

 Change from baseline (Day 0 pre-treatment) in 
anaerobic bacteria microbial count on Day 7 (post-
treatment) from disc samples as measured by 
colony forming units (CFU/disc)

 Change from baseline (Day 0 pre-treatment) in 
candida microbial count on Day 7 (post-treatment) 
from disc samples as measured by colony forming 
units (CFU/disc)

Secondary Objective Endpoint

 To evaluate and compare the 

microbial count from Denture

Disc Samples following daily 

use regimen of a denture 

cleanser compared to a single 

(once a week) use regimen on 

Day 3  

 Change from baseline (Day 0 pre-treatment) in 
aerobic bacteria microbial count on Day 3 (post-
treatment) from disc samples as measured by 
colony forming units (CFU/disc)

 Change from baseline (Day 0 pre-treatment) in 
anaerobic bacteria microbial count on Day 3 (post-
treatment) from disc samples as measured by 
colony forming units (CFU/disc)

 Change from baseline (Day 0 pre-treatment) in 
candida microbial count on Day 3 (post-treatment) 
from disc samples as measured by colony forming 
units (CFU/disc)
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Objective Endpoint

Exploratory Objectives Endpoint

 To evaluate and compare the 

microbial count from the 

Denture Sonicate following 

daily use regimen of a denture 

cleanser compared to a single 

(once a week) use regimen on 

Day 7.

 Change from pre-prophylaxis (Day -1 pre-
prophylaxis) in aerobic bacteria microbial count on 
Day 7 (post-treatment) from the denture sonicate as 
measured by colony forming units (CFU/denture) 

 Change from pre-prophylaxis (Day -1 pre-
treatment) in anaerobic bacteria microbial count on 
Day 7 (post-treatment) from the denture sonicate as 
measured by colony forming units (CFU/denture)

 Change from pre-prophylaxis (Day -1 pre-
prophylaxis) in candida microbial count on Day 7 
(post-treatment) from the denture sonicate as 
measured by colony forming units (CFU/denture)

 To evaluate and compare 

plaque levels following daily 

use regimen of a denture

cleanser compared to a single 

(once a week) use regimen.

 Change from baseline (Day 0 pre-treatment) in
plaque score in the maxillary dentures tissue fitting 
surface on day 3 and Day 7 (post treatment)

 Change from baseline (Day 0 pre-treatment) in 
plaque score in the maxillary denture polished 
surfaces on Day 3 and Day 7 (post treatment)

 Change from baseline (Day 0 pre-treatment) in 
plaque score in the maxillary denture teeth
(includes facial/buccal and palatal) on Day 3 and 
Day 7 (post treatment)

* See plaque index details below this table

 To evaluate and compare the 

microbial composition from the 

Disc Sample following daily 

use regimen of a denture 

cleanser compared to a single 

(once a week) use regimen.

 Percentage of microbial composition as assessed 
by qPCR at Baseline (Day 0, pre-treatment), Day 3
(post-treatment) and Day 7 (post-treatment). 
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Objective Endpoint

 To evaluate and compare stain 

levels on the maxillary denture 

following daily use regimen of 

a denture cleanser compared to 

a single (once a week) use 

regimen.

 Change from baseline (Day 0 pre-treatment) in 
stain score in the maxillary dentures tissue 
fitting surface on Day 7 (post treatment)

 Change from baseline (Day 0 pre-treatment) in 
stain score in the maxillary denture polished 
surfaces on Day 7 (post treatment)

 Change from baseline (Day 0 pre-treatment) in 
stain score in the maxillary denture 
teeth (includes facial/buccal and palatal) 
on Day 7 (post treatment)

* See stain index details below this table

 To evaluate and compare the 

subject assessment 

questionnaire following daily 

use regimen of a denture 

cleanser compared to a single 

(once a week) use regimen.

Counts and percentages of scores for each question by 

treatment

* Stain on the surfaces of the denture will be assessed by modification of the Denture Cleanser Index 

(Mylonas et al., 2014). The plaque on the denture will be measured by assessing the surfaces of the 

denture using the modification of the Clinical Categorization of Denture Cleanliness Index (Blair et 

al., 1995).

3 Study Design

Overall Design
This is a single-center, 2 treatment period, examiner-blind, randomised, 7 day 
crossover study in adult volunteers with a complete maxillary denture. This is a 
method development study to investigate the changes in the microbial counts by disc 
sampling and denture sonicate, level of denture plaque, microbial composition and 
stain on the maxillary dentures after daily denture cleanser use versus dentures that 
are cleaned weekly.  

Screening (Visit 1): 

The following assessments will be conducted:

 Written informed consent

 Demographics

 Medical history
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 Dental History

 Current and concomitant medications

 Criteria for well-made dentures

 Oral Soft Tissue (OST) Examination – Edentulous

 Denture Bearing Tissue Score

 Denture Retention and Stability Assessment

 Inclusion/ Exclusion Criteria

 Subject Eligibility

 Pre-prophylaxis measures:

o Subject Assessment Questionnaire (SAQ)

o Stain Assessment 

o Plaque Assessment 

o Microbiology Sample (Disc Sampling) 

o Microbiology Sample (Denture Sonicate) 

 Denture Prophylaxis & Dental Prophylaxis (if applicable)

 Post-prophylaxis measures

o Stain Assessment 

o Plaque Assessment

o Microbiology Sample (Disc Sampling) 

 Adverse Event Check

 Dispense Diary Card

Treatment Period 1 (Visit 2) & Treatment Period 2 (Visit 6): Day 0

The following assessments will be conducted:

 Current and Concomitant Medications

 Subject Adherence

 OST examination – Edentulous

 Pre-treatment measures:

o Stain Assessment 

o Plaque Assessment 

o Microbiology Sample (Disc Sampling) 

 Treatment Randomisation (Visit 2 Only)

 Dispense Treatment Product/ Supplies

 Supervised Product Use

 Post-treatment measures:

o Plaque Assessment 

o Microbiology Sample (Disc Sampling) 

 Adverse Event and Incident Check

Treatment Period 1 (Visit 3) & Treatment Period 2 (Visit 7): Day 3
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The following assessments will be conducted:

 Current and Concomitant Medications

 Subject Adherence

 OST examination – Edentulous

 Return Treatment Product/ Supplies

 Compliance Check including Diary Card

 Pre-treatment measures:

o Stain Assessment 

o Plaque Assessment 

o Microbiology Sample (Disc Sampling) 

 Supervised Product Use

 Post-treatment measures:

o Plaque Assessment Post-Treatment

o Microbiology Sample (Disc Sampling) Post-Treatment

 Adverse Event and Incident Check

 Re-dispense Treatment Product/ Supplies and Diary Card

Treatment Period 1 (Visit 4) & Treatment Period 2 (Visit 8): Day 7 and LSLV

The following assessments will be conducted:

 Current and Concomitant Medications

 Subject Adherence

 OST examination – Edentulous

 Return Treatment Product/ Supplies

 Compliance Check including Diary Card

 Pre-treatment measures:

o Subject Assessment Questionnaire (SAQ)

o Stain Assessment

o Plaque Assessment

o Microbiology Sample (Disc Sampling)

 Supervised Product Use

 Post-treatment measures:

o Subject Assessment Questionnaire (SAQ)

o Stain Assessment 

o Plaque Assessment 

o Microbiology Sample (Disc Sampling)

o Microbiology Sample (Denture Sonicate) 

 Adverse Event and Incident Check 

 Denture Prophylaxis & Dental Prophylaxis (if applicable)
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LSLV:

 Study Conclusion/ Medical Sign-off

Treatment Period 2 (Visit 5): Day -1

The following assessments will be conducted:

 Current and Concomitant Medications

 Subject Adherence

 OST examination – Edentulous

 Pre-prophylaxis measures:

o Subject Assessment Questionnaire (SAQ)

o Stain Assessment 

o Plaque Assessment 

o Microbiology Sample (Disc Sampling) 

o Microbiology Sample (Denture Sonicate) 

 Denture Prophylaxis & Dental Prophylaxis (if applicable)

 Post-prophylaxis measures:

o Stain Assessment 

o Plaque Assessment

o Microbiology Sample (Disc Sampling)  

 Adverse Event and Incident Check 

 Dispense Diary Card

3.1 Study Treatment Information

The following study products will be supplied by the Clinical Supplies Department, 
GSKCH:

Test Product 1
Daily use period

Treatment Regimen 1

Test Product 2
Weekly use period

Treatment Regimen 2
Product Name Corega® Tabs Dental 

Weiss für Raucher
German Marketed 
Product

Corega® Tabs Dental 
Weiss für Raucher
German Marketed 
Product

Product 
Formulation Code 
(MFC)
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Dose 1 tablet per day. 1 tablet on Day 7 at the 
clinic. 

Route of 
Administration

N/A N/A

Dosing 
Instructions

Supervised product use 
at site:

Soak dentures in cup of 
very warm water (150 
millilitre [ml]) with 1 
tablet for 15 minutes 
(mins). Brush dentures 
for 30 seconds using the 
solution, rinse under 
running water for 10 
seconds.

Home use:
In the evening: 
o Upper arch: Soak 

dentures in cup of 
very warm water 
(150 ml) with 1 tablet 
for 15 mins. Brush 
dentures for 30 
seconds using the 
solution, rinse under 
running water for 10 
seconds. Overnight 
soak in 150 ml of 
water.

o Lower arch: The 
lower arch can be 
cleaned using the 
subjects’ normal oral 
hygiene procedures. 
(Mouthwashes are 
not permitted). If the 
subjects have lower 
removable partial or 
complete dentures, 
the soaking of these 

Supervised product use 
at site:

Soak dentures in cup of 
very warm water (150 
ml) with 1 tablet for 15 
mins. Brush dentures for 
30 seconds using the 
solution, rinse under 
running water for 10 
seconds.

Home use:
In the evening: 
o Upper arch: Soak 

dentures in cup of 
very warm water 
(150 ml) for 15 mins. 
Brush dentures for 30 
seconds using the 
water, rinse under 
running water for 10 
seconds in the 
evening. Overnight 
soak in 150 ml of 
water.

o Lower arch: The 
lower arch can be 
cleaned using the 
subjects’ normal oral 
hygiene procedures. 
(Mouthwashes are 
not permitted). If the 
subjects have lower 
removable partial or 
complete dentures, 
the soaking of these 
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dentures should be 
done in a separate 
cup from the cup 
provided for soaking 
the upper denture.

In the morning:
o Upper arch:

Cleaning of the upper 
denture is not 
permitted.

o Lower arch: The 
lower arch can be 
cleaned using the 
subjects’ normal oral 
hygiene procedures. 
(Mouthwashes are 
not permitted).

dentures should be 
done in a separate 
cup from the cup 
provided for soaking 
the upper denture.

In the morning:
o Upper arch:

Cleaning of the upper 
denture is not 
permitted.

o Lower arch: The 
lower arch can be 
cleaned using the 
subjects’ normal oral 
hygiene procedures. 
(Mouthwashes are 
not permitted).

For Treatment period 2 where subject is randomized to a weekly use, the supervised 
product use on site on Day 0 and Day 3 will be using water. The denture cleanser 
tablet will only be used on Day 7.

4 Sample Size Determination

Due to lack of appropriate data it was not possible to perform a formal sample size 

calculation. A total of 17 subjects were considered sufficient to assess the efficacy 

and safety of the treatments under investigation. Confidence intervals will be 

provided to aid precision of treatment estimate.

Approximately 30 healthy subjects will be screened to randomize at least 20 subjects. 

This will ensure that approximately 17 evaluable subjects will complete the entire 

study.

5 Data Considerations

5.1 Analysis Populations

Safety Population: Safety population will include subjects who are randomized and 
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received at least one dose of study product during the study. Safety population 

summaries will be presented by treatment received.

Intent-to-Treat (ITT) Population: All subjects who are randomized, received at 

least one dose of study treatment and have at least one post-baseline assessment of 

microbial count from disc sampling will be included in the ITT population.

ITT will be the primary population for the efficacy assessment. Summaries and 

analyses based on ITT population will be presented by treatment randomized.

Per-Protocol (PP) Population: PP population will include those subjects who are 

randomized and received at least one dose of study product and have at least one post 

baseline efficacy assessment and have no protocol deviation deemed to affect efficacy 

during the study.

The following will be taken into consideration when determining the protocol 

violations with the potential to affect efficacy assessment. The exact details of 

exclusion will be provided in the Review Listing Requirement Document prior to 

blinded data review meeting.

 Violation of inclusion exclusion criteria

 Significant non-compliance with the treatment

 Significant non-compliance with the study schedule e.g., with regards to 

durations. All the post treatment samples should be taken within +/- one day 

time window.

 Uses of prohibited treatment or medication before or during the study which 

is deemed to affect the assessment of efficacy.

 Significant deviation from planned time of an evaluation.

 Any other reason identified which may affect the assessment of efficacy.

 Bacteria count data will be checked to observe the outliers (mean > 3SD).

Violations deemed to affect efficacy will be identified between the Biostatistician and 

Clinical Research Director or designee, before breaking the study blind and will be 

documented in the Population Definition Document. These will be excluded from the 

PP analysis.
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Repeatability (REP) Population: The Repeatability (REP) population will be 

defined as all subjects in the ITT who have a repeat stain and/or plaque assessment at 

any visit. This population will be used when performing the repeatability analysis.

5.2 Subgroups/Stratification

No subgroup or stratified analyses are planned. 

5.3 Time Windows

The study schedule should be followed as per protocol. Deviations from the study 

schedule with respect to visit timings will be reviewed on a case-by-case basis to 

determine whether the data should be excluded from PP analysis. For details of time 

window allowance refer Review Listing Requirement Document.

6 Demographics and Baseline Characteristics

6.1 Subject Disposition

The subject disposition will include the number of screened subjects and the screen 

failures overall. The number and percentages of subjects, in the ITT, PP and safety 

population will be presented by period and treatment group. The number and 

percentages of subjects who completed the study and who discontinued along with 

reason for discontinuation will be presented. 

Protocol violations leading to exclusion of data from per protocol analysis will be 

summarized.

6.2 Demographics and Baseline Characteristics

Descriptive statistics (n (number of subjects), mean, median, standard deviation (SD), 

minimum and maximum for the continuous variables and frequency and percentages 

for categorical variables) will be provided for demographic variables. The 

demographic data will include age, gender and race. The demographic will be 

provided using ITT, PP and Safety population.

7 Treatment Compliance and Concomitant Medications

7.1 Treatment Compliance

Treatment compliance will be reviewed during blinded data review and a listing will 
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be produced for evaluation of protocol violations only. Non-compliance for any 

missed and additional denture cleansing will be assessed on a subject by subject basis

for each visits, i.e., visit 3 and 7; visit 4 and 8. The data which are regarded as 

influenced by treatment non-compliance will be excluded from PP analysis. Any 

subject and/or time point excluded from PP analysis will be clearly documented in 

population definition document.

7.2 Concomitant Medications

Concomitant medication data will not be presented in the study report. A listing of 

concomitant medications will be produced for evaluation of protocol violators only.

8 Efficacy Analysis

All the endpoints will be tested under the following general hypotheses.

H0: There is no treatment difference between daily and weekly product use.

Alternative hypotheses will be -

H1: There is a treatment difference between daily and weekly product use.

All the statistical analyses will be conducted using statistical software SAS version 

9.2.

8.1 Primary Efficacy Analysis

8.1.1 Microbial count at Day 7 - microbiology culture of aerobic bacteria, 
anaerobic bacteria and candida from disc samples

The primary endpoints are as follows: 

 Change from baseline (Day 0 pre-treatment) in aerobic bacteria microbial count 
on Day 7 (post-treatment) from disc samples as measured by colony forming units 
(CFU/disc)

 Change from baseline (Day 0 pre-treatment) in anaerobic bacteria microbial count 
on Day 7 (post-treatment) from disc samples as measured by colony forming units 
(CFU/disc)

 Change from baseline (Day 0 pre-treatment) in candida microbial count on Day 7 
(post-treatment) from disc samples as measured by colony forming units 
(CFU/disc)

Each microbial count endpoint (aerobic bacteria, anaerobic bacteria and candida, 
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expressed as CFU/disc) will be analysed separately.

The aerobic bacteria, anaerobic bacteria, candida will be log transformed (base 10)

respectively prior to any analysis being performed (i.e., descriptive or statistical 

analyses). To be able to perform log transformation of zero values a constant (perhaps 

1) will be added to all the values in the data prior to log transformation and will be 

checked for normality assumptions. 

Changes in log (base 10) scale from baseline (pre-treatment assessment on Day 0) 

will be calculated on Day 7 for each of the microbial counts (aerobic bacteria, 

anaerobic bacteria and candida) separately from the denture disc samples.

This will be analyzed using an analysis of covariance (ANCOVA) model with 

treatment and period as fixed effects, subject-level (mean across treatment periods) 

and period-level baseline scores as covariates. To allow model estimates to be 

representative of the studied population, subject will be included into the model as a 

random effect. For each treatment group, adjusted means and 95% Confidence 

Intervals (CIs) and p-value will be calculated. CI and p-values will be calculated for 

the difference between the treatments as well.

Model assumptions will be investigated using probability plot (Q_Q plot), residual 

plot and if violated then non-parametric tests such as Wilcoxon Rank Sum test , 

Signed rank test and/or a rank ANCOVA will be used to investigate any treatment 

procedure differences.

8.2 Secondary Efficacy Analysis

8.2.1 Microbial count at Day 3 - microbiology culture of aerobic bacteria, 
anaerobic bacteria and candida from disc samples

The secondary endpoints are as follows: 

 Change from baseline (Day 0 pre-treatment) in aerobic bacteria microbial count 
on Day 3 (post-treatment) from disc samples as measured by colony forming units 
(CFU/disc)

 Change from baseline (Day 0 pre-treatment) in anaerobic bacteria microbial count 
on Day 3 (post-treatment) from disc samples as measured by colony forming units 
(CFU/disc)
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 Change from baseline (Day 0 pre-treatment) in candida microbial count on Day 3 
(post-treatment) from disc samples as measured by colony forming units 
(CFU/disc)

These endpoints will be analysed using the same method as for each of the primary 

endpoints described in section 8.1.1. Also, similar rules for log transformation of the 

data or adding a constant will be applied to explore the normality assumptions of the 

data.

8.3 Exploratory Efficacy Analysis

8.3.1 Microbial count at Day 7 - microbiology culture of aerobic bacteria, 
anaerobic bacteria and candida from denture sonicate

The exploratory endpoints are as follows: 

 Change from pre-prophylaxis (Day -1 pre-prophylaxis) in aerobic bacteria 
microbial count on Day 7 (post-treatment) from the denture sonicate as measured 
by colony forming units (CFU/denture)  

 Change from pre-prophylaxis (Day -1 pre-prophylaxis) in anaerobic bacteria 
microbial count on Day 7 (post-treatment) from the denture sonicate as measured 
by colony forming units (CFU/denture)

 Change from pre-prophylaxis (Day -1 pre-prophylaxis) in candida microbial 
count on Day 7 (post-treatment) from the denture sonicate as measured by colony 
forming units (CFU/denture)

Each microbial count endpoint (aerobic bacteria, anaerobic bacteria, candida CFU)

for the denture sonicate will be analysed separately.  

The aerobic bacteria, anaerobic bacteria and candida will be log transformed (base 

10) respectively prior to any analysis being performed (i.e., descriptive or statistical 

analyses). To be able to perform log transformation of zero values a constant (perhaps 

1) will be added to all the values in the data prior to log transformation and will be 

checked for normality assumptions. 

Changes in log (base 10) scale from baseline (pre-treatment assessment on Day 0) 

will be calculated on Day 7 for each of the microbial counts (aerobic bacteria, 

anaerobic bacteria and candida) separately from the denture disc samples.

This will be analyzed using an analysis of covariance (ANCOVA) model with 

treatment and period as fixed effects, subject-level (mean across treatment periods) 
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and period-level baseline scores as covariates. To allow model estimates to be 

representative of the studied population, subject will be included into the model as a 

random effect. For each treatment group, adjusted means and 95% Confidence 

Intervals (CIs) and p-value will be calculated. CI and p-values will be calculated for 

the difference between the treatments as well.

Model assumptions will be investigated using probability plot (Q_Q plot), residual 

plot and if violated then non-parametric tests such as Wilcoxon Rank Sum test , 

Signed rank test and/or a rank ANCOVA will be used to investigate any treatment 

procedure differences.

8.3.2 Denture Plaque levels at Day 7 and Day 3

The exploratory endpoints are as follows: 

 Change from baseline (Day 0 pre-treatment) in plaque score in the maxillary 
dentures tissue fitting surface on Day 3 and Day 7 (post treatment)

 Change from baseline (Day 0 pre-treatment) in plaque score in the maxillary 
denture polished surfaces on Day 3 and Day 7 (post treatment)

 Change from baseline (Day 0 pre-treatment) in plaque score in the maxillary 
denture teeth (includes facial/buccal and palatal) on Day 3 and Day 7 (post 
treatment)

. The plaque on the denture will be measured by assessing the surfaces of the denture 

using the modification of the Clinical Categorization of Denture Cleanliness Index 

(Blair et al., 1995).

The change from baseline in plaque scores at Day 7 and Day 3 in the tissue fitting 

surface, polished surface and teeth of the maxillary dentures. Each endpoint will be 

analysed separately using an ANCOVA model with treatment and period as fixed 

effects, subject-level (mean across treatment periods) and period-level (period level 

minus subject level) pre-treatment (on Day 0) baseline scores as covariates. To allow 

model estimates to be representative of the studied population, subject will be 

included into the model as a random effect. For each treatment group, adjusted means 

and 95% Confidence Intervals (CIs) and p-value will be calculated. CI and p-values 

will be calculated for the difference between the treatments as well.

Model assumptions will be investigated respectively using probability plot (Q_Q plot) 

and residual plot and if violated then suitable transformation or non-parametric tests

such as Wilcoxon Rank Sum test, Signed rank test and/or a rank ANCOVA will be 

used to investigate any treatment differences.
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8.3.3 Microbial Composition at Day 7 and Day 3 from disc samples – assessed by 

qPCR 

The exploratory endpoints are as follows: 

 Percentage of microbial composition of disc samples as assessed by qPCR at 
Baseline (Day 0, pre-treatment), Day 3 (post treatment) and Day 7 (post 
treatment). 

Molecular microbial data will consists of 8 oral species. Those will be Candida sp. 

(18S generic Candida primers), Streptococcus sp (using primers for S. mitis, S. 

intermedius and S. oralis), Actinomyces naeslundii, Veillonella dispar, Lactobacillus 

casei, Lactobacillus zeae, Rothia denticariosa and Fusobacterium nucleatum. The 

sum off these 8 oral species will be considered as 100%.

No formal statistical analyses or summary statistics will be performed on this data. 

This data will only be graphically presented. A stacked bar chart will be presented 

using excel for baseline (Day 0 pre-treatment), Day 3 (post treatment) and Day 7 

(post treatment) per treatment for all species

8.3.4 Denture Stain levels at Day 7 

The endpoints to analyse the stain levels are as follows: 

 Change from baseline (Day 0 pre-treatment) in stain score in the maxillary 
dentures tissue fitting surface on Day 7 (post treatment)

 Change from baseline (Day 0 pre-treatment) in stain score in the maxillary 
denture polished surfaces on Day 7 (post treatment)

 Change from baseline (Day 0 pre-treatment) in stain score in the maxillary 
denture teeth (includes facial/buccal and palatal) on Day 7 (post treatment)

Stain on the surfaces of the denture will be assessed by modification of the Denture 

Cleanser Index (Mylonas et al., 2014) 

The change from baseline in stain scores at Day 7 in the tissue fitting surface, 

polished surface and teeth of the maxillary dentures. Each endpoint will be analysed 

separately using an ANCOVA model with treatment and period as fixed effects, 

subject-level (mean across treatment periods) and period-level (period level minus 

subject level) pre-treatment (on day 0) baseline scores as covariates. To allow model 

estimates to be representative of the studied population, subject will be included into 
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the model as a random effect. For each treatment group, adjusted means and 95% 

Confidence Intervals (CIs) and p-value will be calculated. CI and p-values will be 

calculated for the difference between the treatments as well.

Model assumptions will be investigated respectively using probability plot (Q_Q plot) 

and residual plot and if violated then suitable transformation or non-parametric tests

such as Wilcoxon Rank Sum test, Signed rank test and/or a rank ANCOVA will be 

used to investigate any treatment differences.

8.3.5 Analysis of Subject Assessment Questionnaire (SAQ) at Day 7

The exploratory endpoint is to summarise counts and percentages of scores for each 

question by treatment

Frequency and percentages by treatment for each of the four questions for screening 

and Day 7 pre and post treatment will be used to summarize the SAQ data. Wilcoxon 

Signed rank test will be used to investigate any differences pre and post treatment 

application and differences between the two treatments.

8.4 Other Efficacy Analysis

8.4.1 Examiner Repeatability

At each visit, for a random sample of subjects, stain and plaque assessments will be 

repeated by the examiner. The repeat assessments will be compared to the original 

assessments for stain and plaque respectively and will not be used in any efficacy 

analysis.

The first and second assessments on each denture surface (tissue fitting surface, 

polished surface and teeth) at a given visit will be cross tabulated.

For the area and intensity assessments, a weighted kappa coefficient (), along with 

the 95% CI will be calculated to assess the intra-examiner reliability. Fleiss-Cohen 

weighted kappa will be calculated for the repeatability analysis for each denture 

surface (tissue fitting surface, polished surface and teeth) and overall. Reliability will 

be deemed

 Excellent if > 0.75

 Fair to good if 0.4 ≤ ≤ 0.75

 Poor if < 0.4

 

 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 
 

 

- SAP Amendment Oct 2017 Final

Volume 1   Page 313 of 346  Doc Pg 21 of 54

Document Version:2.0,Most-Recent,Effective,CURRENT

Page 317 of 351

 

Document Name  

Type Version Document Identifier Effective Date 

    

Reason For Issue  
 

 

 

 

 

15-Dec-2017 15:17:33eldo_controlled 1.0; CURRENT; Most-Recent; Effective

205202 Synopsis

Auto Issue
090032d580dd428c

Page 318 of 442

 

Document Name  

Type Version Document Identifier Effective Date 

    

Reason For Issue  
 

 

 

 

 

gsk-205202-clinical-study-report.pdf

eldo_controlled 0.2; CURRENT; Most-Recent; Reviewed 090032d581229ab2



All subjects who have repeatability data will be included in this analysis.

8.4.2 Other analysis 

Data on microbial composition has also been collected for other visits and time points

from denture disc samples, and from the denture sonicate samples which are not  

included in the endpoints analysis, this data will be plotted and is listed in the 

Appendix for TLFs  Microbial composition has also been analysed by microbiome 

techniques. This data will be summarized as the number of unique OTU’s per sample. 

9 Safety Analysis

The safety profile of the study treatments will be assessed with respect to adverse 

events (AEs). Oral soft tissue (OST) abnormalities will be documented as AEs if 

they appear or worsen after the initial assessment.

All safety data will be reported for the Safety population as per actual treatment 

received. All subjects screened will be included in the listing of AEs.

All AEs will be reviewed by the Clinical Research Director or Designee prior to 

database freeze and will be coded using the Medical Dictionary for Regulatory 

Activities (MedDRA). During this review stage, AEs will be further categorized as 

oral or non-oral.

AEs will be regarded as treatment emergent if they occur on or after the start date and 

time of the first treatment use (as determined by start date and time from the 

EXPOSURE/dispensing panel; if this date is missing a suitable alternative will be 

used eg date and time of randomisation). All other AEs prior to this will be 

considered non-treatment emergent.

The following summary tables and listings will be presented by treatment group.

 Table of treatment emergent AEs by Oral/Non-Oral and Preferred Term

 Table of treatment emergent AEs by SOC and Preferred Term

 Table of Treatment emergent treatment related AEs by Oral/Non-Oral and 

Preferred Term

 Listing of all AEs (including Non-treatment emergent from All Subjects).
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 Listing of serious AEs. (if there are none a null listing will be produced, if 

there are >5 treatment emergent SAEs a table will be produced by SOC and 

PT)

 Listing of incidents (if there are none a null listing will be produced) 

 Table of Non Serious treatment emergent AEs by SOC and Preferred Term. 

(only produced if there are > 5 Non-SAEs)

No inferential analyses will be performed to compare treatments with respect to 

safety.

10 Interim Analysis

No interim analyses are planned for this study.

11 Topline Summary

Topline summary will not be presented for this study.

12 Changes to Planned Analysis

Clarifications to the endpoints for each objective and there analyses along with log 
transformation rules for the data where appropriate has been added to this SAP.

13 References

None.
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Appendix 1 Study Schedule

Procedure/ Assessment

Treatment Period 1

W
as

h
-o
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d 
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T
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m
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t 
S
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(7
 ±

 3
D

ay
s)

Treatment Period 2 

Visit 1
Screening

Visit 2 Visit 3 Visit 4 Visit 5 Visit 6 Visit 7 Visit 8

Day -1 Day 0 Day 3
(Day 0 + 

3d)
[±1d]

Day 7
(Day 0+ 

7d) 
[±1d] 

Day -1 Day 0 Day 3
(Day 0 + 

3d)
[±1d]

Day 7
(Day 0+ 

7d) 
[±1d]  

Pre 
prophy

Post 
prophy

Baseline 
(Pre-trt)

Post 
trt

Pre 
trt

Post 
trt

Pre 
trt

Post 
trt

Pre 
prophy

Post 
prophy

Baseline 
(Pre trt)

Post 
trt

Pre 
trt

Post 
trt

Pre 
trt

Post 
trt

Informed consent X

Demographics X

Medical History X

Dental History X

Current/Concomitant medication X X X X X X X X

Criteria for well made dentures X

Oral Soft Tissue (OST) examination –
edentulous 

X1 X2 X2 X2 X1 X2 X2 X2

Denture Bearing Tissue Score X

Denture Retention and Stability 
Assessment

X

Inclusion /Exclusion Criteria X

Subject Eligibility X

Subject Adherence X X X X X X X

Subject Assessment Questionnaire
(SAQ)

X X X X X X

Stain Assessment X X X X X X X X X X X X

Plaque assessment X X X X X X X X X X X X X X X X
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Procedure/ Assessment

Treatment Period 1

W
as

h-
ou

t 
P

er
io

d 
be

tw
ee

n 
T

re
at

m
en

t 
S

ch
ed

ul
es

 

(7
 ±

 3
D

ay
s)

Treatment Period 2

Visit 1
Screening

Visit 2 Visit 3 Visit 4 Visit 5 Visit 6 Visit 7 Visit 8

Day -1 Day 0 Day 3
[±1d]

Day 7
[±1d] 

Day -1 Day 0 Day 3
[±1d]

Day 7
[±1d]  

Pre 
prophy

Post 
prophy

Baseline 
(Pre-trt)

Post 
trt

Pre 
trt

Post 
trt

Pre 
trt

Post 
trt

Pre 
prophy

Post 
prophy

Baseline 
(Pre trt)

Post 
trt

Pre 
trt

Post 
trt

Baseline 
(Pre-trt)

Post 
trt

Microbiology Sample (Disc Sampling) X X X X X X X X X X X X X X X X

Microbiology Sample (Denture 
Sonicate)

X X X X

Denture Prophylaxis & Dental 
Prophylaxis (if applicable)

X X3 X X3

Dispense Diary Card X X

Return Diary Card X4 X4 X X4 X4 X

Compliance check X X X X
Treatment Randomisation X
Dispense Treatment / Supplies5 X X

Return Treatment/ Supplies5 X6 X X6 X

Supervised Product Use7 X X X X X X
Adverse Events X8 X X X X X X X
Incidents X X X X X X X
Study Conclusion/ Medical Sign-off X
1 OST is performed pre-prophylaxis.
2 OST is performed pre-treatment. 
3 Final Prophylaxis/cleaning of dentures and teeth (if applicable) to remove stains and build up, post all assessments and questionnaire.
4 Diary card brought back to the site for compliance check.
5 Study treatment/ supplies will include the assigned treatment product , denture brush, measuring cylinder and timer.
6 Study treatment/ supplies brought to the site for compliance check and supervised product use.
7 For treatment period where subject is randomized to a weekly use, the supervised product use on Day 0 and Day 3 will be using water. The denture 
cleanser will only be used on Day 7.
8 Adverse events will be collected from prophylaxis at the Screening visit.
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Appendix 2 List of Tables, Figures & Listings

Table/ 

Listing/ 

Figure No.

Table/Listing/Figure Title (including 

population)

Standard Template

Table 9.1.1.1 Subject Disposition by Treatment (All 

Screened Subject )

App3

Table 9.1.1.2 Subject Disposition by Sequence and Period 

(All Screened Subject )

App3

Table 9.1.2.1 Protocol Violations Leading to Exclusion 

from Per Protocol Analyses by Treatment 

(ITT Population)

App3

Table 9.2.1.1 Subject Demographics (Safety Population) Table 

9.2.1.1

Table 9.2.1.2 Subject Demographics (ITT Population) App3

Table 9.2.1.3 Subject Demographics (PP Population) Table 

9.2.1.1

Table 

9.3.1.1.1

Summary of aerobic bacteria microbial 

count (CFU/disc) – by visit for Denture Disc 

Sample (ITT Population)

App3

Table 

9.3.1.1.2

Summary of anaerobic bacteria microbial 

count (CFU/disc) by visit for Denture Disc 

Sample (ITT Population)

Table 

9.3.1.1.1

Table 

9.3.1.1.3

Summary of candida microbial count

(CFU/disc) by visit for Denture Disc Sample 

(ITT Population)

Table 

9.3.1.1.1
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Table/ 

Listing/ 

Figure No.

Table/Listing/Figure Title (including 

population)

Standard Template

Table 

9.3.1.2.1

Statistical Analysis of Change from Baseline 

in aerobic bacteria microbial count

(CFU/disc) on Day 3 (post treatment) and 

Day 7 (post treatment) - Denture Disc

Sample (ITT Population)

App3

Table 

9.3.1.2.2

Statistical Analysis of Change from Baseline 

in anaerobic bacteria microbial count 

(CFU/disc) on Day 3 (post treatment) and 

Day 7 (post treatment) - Denture Disc 

Sample (ITT Population)

Table 

9.3.1.2.1

Table 

9.3.1.2.3

Statistical Analysis of Change from Baseline 

in candida microbial count (CFU/disc) on 

Day 3 (post treatment) and Day 7 (post 

treatment) - Denture Disc Sample (ITT 

Population)

Table 

9.3.1.2.1

Table 

9.3.1.3.1

Summary of aerobic bacteria microbial 

count (CFU/denture) by visit for Denture 

Sonicate Sample (ITT Population)

Table 

9.3.1.1.1

Table 

9.3.1.3.2

Summary of anaerobic bacteria microbial 

count (CFU/disc) –by visit for Denture 

Sonicate Sample (ITT Population)

Table 

9.3.1.1.1

Table 

9.3.1.3.3

Summary of candida microbial count 

(CFU/denture) by visit for Denture Sonicate 

Sample (ITT Population)

Table 

9.3.1.1.1
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Table/ 

Listing/ 

Figure No.

Table/Listing/Figure Title (including 

population)

Standard Template

Table 

9.3.1.4.1

Statistical Analysis of Change from Baseline 

in aerobic bacteria microbial count

(CFU/denture) on Day 7 (post treatment)-

Denture Sonicate Sample (ITT Population)

Table 

9.3.1.2.1

Table 

9.3.1.4.2

Statistical Analysis of Change from Baseline 

in anaerobic bacteria microbial count 

(CFU/denture) on Day 7 (post treatment) -

Denture Sonicate Sample (ITT Population)

Table 

9.3.1.2.1

Table 

9.3.1.4.3

Statistical Analysis of Change from Baseline 

in candida microbial count (CFU/denture) on 

Day 7 - Denture Sonicate Sample (ITT 

Population)

Table 

9.3.1.2.1

Table

9.3.2.1.1

Summary of Plaque Scores in tissue fitting 

surfaces on by visit (ITT Population)

Table 

9.3.1.1.1

Table 

9.3.2.1.2

Summary of Plaque Scores in polished 

surfaces by visit (ITT Population)

Table 

9.3.1.1.1

Table 

9.3.2.1.3

Summary of Plaque Scores dentures teeth 

surface by visit (ITT Population)

Table 

9.3.1.1.1

Table 

9.3.2.2.1

Statistical Analysis of change from Baseline 

Plaque Scores in tissue fitting surfaces on 

Day 3 (pot-treatment) and Day 7 (post-

treatment) (ITT Population)

Table 

9.3.1.2.1
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Table/ 

Listing/ 

Figure No.

Table/Listing/Figure Title (including 

population)

Standard Template

Table 

9.3.2.2.2

Statistical Analysis of change from Baseline 

Plaque Scores in polished surfaces on Day 3

(post-treatment) and Day 7 (post-treatment)

(ITT Population)

Table 

9.3.1.2.1

Table 

9.3.2.2.3

Statistical Analysis of change from Baseline 

Plaque Scores in dentures teeth surfaces on 

Day 3 (post-treatment) and Day 7 (post-

treatment) (ITT Population)

Table 

9.3.1.2.1

Table 

9.3.2.3.1

Repeatability Analysis of Plaque Scores in 

tissue fitting surfaces (ITT Population)

App 3

Table 

9.3.2.3.2

Repeatability Analysis of Plaque Scores in 

polished surfaces (ITT Population)

Table 

9.3.2.3.1

Table 

9.3.2.3.3

Repeatability Analysis of Plaque Scores in 

dentures teeth surfaces (ITT Population)

Table 

9.3.2.3.1

Table 

9.3.3.1.1

Summary of Stain Scores in tissue fitting 

surfaces by visit (ITT Population)

Table 

9.3.1.1.1

Table 

9.3.3.1.2

Summary of Stain Scores in polished 

surfaces by visit (ITT Population)

Table 

9.3.1.1.1
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Table/ 

Listing/ 

Figure No.

Table/Listing/Figure Title (including 

population)

Standard Template

Table 

9.3.3.1.3

Summary of Stain Scores in dentures teeth 

surfaces by visit (ITT Population)

Table 

9.3.1.1.1

Table 

9.3.3.2.1

Statistical Analysis of change from Baseline 

Stain Scores in tissue fitting surface on Day

7 (post-treatment) (ITT Population)

Table 

9.3.1.2.1

Table 

9.3.3.2.1

Statistical Analysis of change from Baseline 

Stain Scores in maxillary dentures polished 

surfaces on Day 7 (ITT Population)

Table 

9.3.1.2.1

Table 

9.3.3.2.1

Statistical Analysis of change from Baseline 

Stain Scores in maxillary dentures tissue 

teeth on Day 7 (ITT Population)

Table 

9.3.1.2.1

Table 

9.3.3.3.1

Repeatability Analysis of Stain Level Scores 

in tissue fitting surfaces (ITT Population)

Table 

9.3.2.3.1

Table 

9.3.3.3.2

Repeatability Analysis of Stain Level Scores 

in polished surfaces (ITT Population)

Table 

9.3.2.3.1

Table 

9.3.3.3.3

Repeatability Analysis of Stain Level Scores 

in dentures teeth (ITT Population)

Table 

9.3.2.3.1

Table 9.3.4.1 Summary of all Microbial species by

Treatment and visit (ITT Population)

9.3.1.1.1
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Table/ 

Listing/ 

Figure No.

Table/Listing/Figure Title (including 

population)

Standard Template

Table 9.3.4.2 Summary of the OTU’s from microbiome 

data (ITT population)

App 3

Table 9.3.5.1 Summary of Subject Assessment 

Questionnaire (SAQ) Data on Day 7 (ITT 

Population)

Table 

9.3.1.1.1

Table 9.4.1 Listing of Adverse Events 

All Subjects Screened

X App 3

Table 9.4.2 Treatment Emergent Adverse Events by 

Oral/Non-Oral and Preferred Term – Safety 

Population

X App 3

Table 9.4.3 Treatment Emergent Treatment Related 

Adverse Events by Oral/Non-Oral and 

Preferred Term – Safety Population

X 9.4.2

Table 9.4.4 Treatment Emergent Adverse Events by 

SOC and Preferred Term – Safety 

Population

X

Table 9.4.5* Listing of Serious Adverse Events 

All Subjects Screened

X

Table

9.4.6**

Listing of incidents X

Table

9.4.7***

Table of non-serious AEs by SOC and PT X

Listing 2.1 Randomization Information X App 3

Listing 2.2 OST Abnormalities X App 3
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Table/ 

Listing/ 

Figure No.

Table/Listing/Figure Title (including 

population)

Standard Template

Figure 9.1.1 Plot of Log 10 Raw Means ± SE of Aerobic 

bacteria microbial count (CFU/disc) for the 

Denture Disc Sample by Visit and Treatment 

(ITT Population)

App 3

Figure 9.1.2 Plot of Log 10 Raw Means ± SE of 

Anaerobic bacteria microbial count 

(CFU/disc) for the Denture Disc Sample by 

Visit and Treatment (ITT Population)

Figure 

9.1.1

Figure 9.1.3 Plot of Log 10 Raw Means ± SE of Candida 

microbial count (CFU/disc) for the Denture 

Disc Sample by Visit and Treatment (ITT 

Population)

Figure 

9.1.1

Figure 9.2.1 Plot of Log 10 Raw Means ± SE of Aerobic 

bacteria microbial count (CFU/denture) for 

the Denture Sonicate by Visit and Treatment

(ITT Population)

Figure 

9.1.1

Figure 9.2.2 Plot of Log 10 Raw Means ± SE of 

Anaerobic bacteria Count (CFU/denture) for 

the Denture Sonicate by Visit and Treatment

(ITT Population)

Figure 

9.1.1

Figure 9.2.3 Plot of Log 10 Raw Means ± SE of Candida

microbial count (CFU/denture) for the 

Denture Sonicate by Visit and Treatment

(ITT Population)

Figure 

9.1.1

Figure 9.3.1 Raw mean plaque score in tissue fitting 

surfaces for Day 0 (pre-treatment) Day 3 and 

Day 7 by Visit and treatment (ITT 

population) 

App 3
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Table/ 

Listing/ 

Figure No.

Table/Listing/Figure Title (including 

population)

Standard Template

Figure 9.3.2 Raw mean plaque score of polished surfaces 

by Visit and treatment (ITT population) 

Figure 

9.3.1

Figure 9.3.3 Raw mean plaque score of dentures teeth by 

Visit and treatment (ITT population) 

Figure 

9.3.1

Figure 9.4.1 Stacked Bar Chart of all Microbial species

by Treatment for Day 0 (pre-treatment) Day

3 and Day 7 for the Denture Disc Sample

(ITT Population)

App3

Figure 9.4.2 Stacked Bar Chart of all Microbial species 

by Visit and by Treatment for Denture Disc 

Sample (ITT Population). 

Figure 

9.4.1

Figure 9.4.3 Stacked Bar Chart of all Microbial species 

by Visit and by Treatment for Denture 

Sonicate sample (ITT Population).

Figure 

9.4.1

Figure 9.5.1 Raw mean stain score of tissue fitting 

surfaces by Visit and by treatment (ITT 

population) 

Figure 

9.3.1

Figure 9.5.2 Raw mean stain score of polished surfaces 

by Visit and by treatment (ITT population) 

Figure 

9.3.1

Figure 9.5.3 Raw mean stain score of dentures teeth by 

Visit and by treatment (ITT population) 

Figure 

9.3.1

Figure 9.6 Bar chart for Mean +/- SE Subject 

Questionnaire Scores by Visit and Treatment 

(ITT Population)

App3
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Table/ 

Listing/ 

Figure No.

Table/Listing/Figure Title (including 

population)

Standard Template

Figure 9.7.1 Raw mean plaque score of tissue fitting 

surfaces in maxillary dentures at all pre-post 

treatment visits by treatment (ITT 

population) 

Figure 

9.3.1

Figure 9.7.2 Raw mean plaque score of polished surfaces 

in maxillary dentures at all pre-post 

treatment visits by treatment (ITT 

population)

Figure 

9.3.1

Figure 9.7.3 Raw mean plaque score of teeth in maxillary 

dentures at all pre-post treatment visits by 

treatment (ITT population)

Figure 

9.3.1

Figure 9.8.1 Raw mean stain score of tissue fitting 

surfaces in maxillary dentures at all pre-post 

treatment visits by treatment (ITT 

population) 

Figure 

9.3.1

Figure 9.8.2 Raw mean stain score of polished surfaces in 

maxillary dentures at all pre-post treatment 

visits by treatment (ITT population)

Figure 

9.3.1

Figure 9.8.3 Raw mean stain score of teeth in maxillary 

dentures at all pre-post treatment visits by 

treatment (ITT population)

Figure 

9.3.1

* If there are none, a null listing will be produced.  If there are more than 5 SAEs a 

table will be produced by SOC and Preferred Term. 

** If null produce a null listing. 

*** Only produced if there are > 5 Non SAE’s
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Appendix 3 Templates for Tables, Figures & Listing

This is a guideline which will give the guidance of treatment labels and sequence labels that will be used for the table header 

and in the figures, listings and in the footnotes.

The treatment labels for the column heading will be as follow:

 Daily Use Tablet

 Weekly Use Tablet

The sequence group labels for the column heading will be as follow:

 TRT1-TRT2
 TRT2-TRT1

If required following footnote will be added in the outputs.

Corega Tabs Dental Weiss für Raucher -  (1 tablet/Day)- German Marketed Product
Corega Tabs Dental Weiss für Raucher -  (1 tablet at Day 7)- German Marketed Product
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Protocol: 205202 Table 9.1.1.1 Program Run Date:ddmonyyyy
Subject Disposition by Treatment

All Subject Screened
(All Subject Screened N=XX)

Daily use Tablet
(N=XX)

Weekly Use Tablet
(N=XX)

Overall(N=XX)
n (%)

TOTAL NUMBER OF SUBJECTS SCREENED
xx (xx.x) xx (xx.x) xx (xx.x)

SUBJECTS NOT RANDOMIZED
xx (xx.x) xx (xx.x) xx (xx.x)

  DID NOT MEET STUDY CRITERIA
xx (xx.x) xx (xx.x) xx (xx.x)

  ADVERSE EVENTS
xx (xx.x) xx (xx.x) xx (xx.x)

  ETC.
xx (xx.x) xx (xx.x) xx (xx.x)

SUBJECTS RANDOMIZED
xx (xx.x) xx (xx.x) xx (xx.x)

  COMPLETED 
xx (xx.x) xx (xx.x) xx (xx.x)

  DID NOT COMPLETE 
xx (xx.x) xx (xx.x) xx (xx.x)

    ADVERSE EVENT
xx (xx.x) xx (xx.x) xx (xx.x)

    LOST TO FOLLOW UP
xx (xx.x) xx (xx.x) xx (xx.x)

    PROTOCOL DEVIATION
xx (xx.x) xx (xx.x) xx (xx.x)

    WITHDRAWAL OF CONSENT
xx (xx.x) xx (xx.x) xx (xx.x)

    OTHER
xx (xx.x) xx (xx.x) xx (xx.x)

SAFETY POPULATION
xx (xx.x) xx (xx.x) xx (xx.x)

INTENT TO TREAT POPULATION
xx (xx.x) xx (xx.x) xx (xx.x)

PER PROTOCOL POPULATION
xx (xx.x) xx (xx.x) xx (xx.x)

Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) – German Marketed Product
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) – German Marketed Product
                                              

                                                                                         Page x of y
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Protocol: 205915 Program Run Date:ddmonyyyy

Table 9.1.1.2
Subject Disposition by Treatment Sequence and Period

All Subject Randomized
(All Subject Randomized N=XX)

    TRT1-TRT2
(N=XX)

     n (%)

       TRT2-TRT1
(N=XX)

        n (%)

Overall
(N=XX)
n (%)

TOTAL NUMBER OF SUBJECTS SCREENED
xx (xx.x)

SUBJECTS NOT RANDOMIZED
xx (xx.x)

  DID NOT MEET STUDY CRITERIA
xx (xx.x)

  ADVERSE EVENTS
xx (xx.x)

  ETC.
xx (xx.x)

SUBJECTS RANDOMIZED
XX XX xx (xx.x)

  STARTED PERIOD 1
xx (xx.x) xx (xx.x) xx (xx.x)

  COMPLETED PERIOD 1
xx (xx.x) xx (xx.x) xx (xx.x)

  DID NOT COMPLETE PERIOD 1
xx (xx.x) xx (xx.x) xx (xx.x)

    ADVERSE EVENT
xx (xx.x) xx (xx.x) xx (xx.x)

    LOST TO FOLLOW UP
xx (xx.x) xx (xx.x) xx (xx.x)

    PROTOCOL DEVIATION
xx (xx.x) xx (xx.x) xx (xx.x)

    WITHDRAWAL OF CONSENT
xx (xx.x) xx (xx.x) xx (xx.x)

    OTHER
xx (xx.x) xx (xx.x) xx (xx.x)

WASHOUT PERIOD1

STARTED PERIOD
xx (xx.x) xx (xx.x) xx (xx.x)

  COMPLETED 
xx (xx.x) xx (xx.x) xx (xx.x)

  DID NOT COMPLETE
xx (xx.x) xx (xx.x) xx (xx.x)
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    TRT1-TRT2
(N=XX)

     n (%)

       TRT2-TRT1
(N=XX)

        n (%)

Overall
(N=XX)
n (%)

    ADVERSE EVENT
xx (xx.x) xx (xx.x) xx (xx.x)

    LOST TO FOLLOW UP
xx (xx.x) xx (xx.x) xx (xx.x)

    ETC...
xx (xx.x) xx (xx.x) xx (xx.x)

  COMPLETED PERIOD 2
xx (xx.x) xx (xx.x) xx (xx.x)

  DID NOT COMPLETE PERIOD 2
xx (xx.x) xx (xx.x) xx (xx.x)

    ADVERSE EVENT
xx (xx.x) xx (xx.x) xx (xx.x)

    LOST TO FOLLOW UP
xx (xx.x) xx (xx.x) xx (xx.x)

    PROTOCOL DEVIATION
xx (xx.x) xx (xx.x) xx (xx.x)

    WITHDRAWAL OF CONSENT
xx (xx.x) xx (xx.x) xx (xx.x)

    OTHER
xx (xx.x) xx (xx.x) xx (xx.x)

xx (xx.x)
WASHOUT PERIOD2

STARTED PERIOD
xx (xx.x) xx (xx.x) xx (xx.x)

  COMPLETED 
xx (xx.x) xx (xx.x) xx (xx.x)

  DID NOT COMPLETE
xx (xx.x) xx (xx.x) xx (xx.x)

    ADVERSE EVENT
xx (xx.x) xx (xx.x) xx (xx.x)

    LOST TO FOLLOW UP
xx (xx.x) xx (xx.x) xx (xx.x)

    ETC...
xx (xx.x) xx (xx.x) xx (xx.x)

  STARTED PERIOD 3
xx (xx.x) xx (xx.x) xx (xx.x)

  COMPLETED PERIOD 3
xx (xx.x) xx (xx.x) xx (xx.x)

  DID NOT COMPLETE PERIOD 3
xx (xx.x) xx (xx.x) xx (xx.x)

 

                                     

 

- SA
P A

m
endm

ent O
ct 2017 Final

V
olum

e 1   Page 330 of 346  D
oc Pg 38 of 54

D
ocum

ent V
ersion:2.0,M

ost-R
ecent,Effective,C

U
R

R
EN

T

Page 334 of 351

 

Document Name  

Type Version Document Identifier Effective Date 

    

Reason For Issue  
 

 

 

 

 

 

 

 

 

 

 

 

 

 

15-Dec-2017 15:17:33eldo_controlled 1.0; CURRENT; Most-Recent; Effective

205202 Synopsis

Auto Issue
090032d580dd428c

Page 335 of 442

 

Document Name  

Type Version Document Identifier Effective Date 

    

Reason For Issue  
 

 

 

 

 

 

 

 

 

 

 

 

 

 

gsk-205202-clinical-study-report.pdf

eldo_controlled 0.2; CURRENT; Most-Recent; Reviewed 090032d581229ab2



    TRT1-TRT2
(N=XX)

     n (%)

       TRT2-TRT1
(N=XX)

        n (%)

Overall
(N=XX)
n (%)

    ADVERSE EVENT
xx (xx.x) xx (xx.x) xx (xx.x)

    LOST TO FOLLOW UP
xx (xx.x) xx (xx.x) xx (xx.x)

    PROTOCOL DEVIATION
xx (xx.x) xx (xx.x) xx (xx.x)

    WITHDRAWAL OF CONSENT
xx (xx.x) xx (xx.x) xx (xx.x)

    OTHER
xx (xx.x) xx (xx.x) xx (xx.x)

WASHOUT PERIOD3

STARTED PERIOD
xx (xx.x) xx (xx.x) xx (xx.x)

  COMPLETED 
xx (xx.x) xx (xx.x) xx (xx.x)

  DID NOT COMPLETE
xx (xx.x) xx (xx.x) xx (xx.x)

    ADVERSE EVENT
xx (xx.x) xx (xx.x) xx (xx.x)

    LOST TO FOLLOW UP
xx (xx.x) xx (xx.x) xx (xx.x)

    ETC...
xx (xx.x) xx (xx.x) xx (xx.x)

SAFETY POPULATION
xx (xx.x) xx (xx.x) xx (xx.x)

INTENT TO TREAT POPULATION
xx (xx.x) xx (xx.x) xx (xx.x)

PER PROTOCOL POPULATION
xx (xx.x) xx (xx.x) xx (xx.x)

Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) – German Marketed Product
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) – German Marketed Product

                                                                                                                     Page x of y
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Protocol: 205202 Program Run Date:ddmonyyyy
Table 9.1.2.1

Protocol Violations Leading to Exclusion from Per Protocol Analyses
Intent to Treat Population

Study Population: Intent to Treat Population (N=XX)
Daily Use Tablet

(N=XX)
Weekly Use Tablet

(N=XX)
n (%) n (%)

NUMBER OF SUBJECTS EXCLUDED FROM PER PROTOCOL POPULATION XX (XX.X) XX (XX.X)
   PROTOCOL VIOLATION 1 XX (XX.X) XX (XX.X)
   PROTOCOL VIOLATION 2 XX (XX.X) XX (XX.X)

NUMBER OF SUBJECTS WITH AT LEAST ONE PROTOCOL VIOLATION AFFECTING OUTCOME XX (XX.X) XX (XX.X)

PROTOCOL VIOLATIONS LEADING TO DATA EXCLUSION ONLY
   PROTOCOL VIOLATION 1 XX (XX.X) XX (XX.X)
   PROTOCOL VIOLATION 2 XX (XX.X) XX (XX.X)

Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) – German Marketed Product
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) – German Marketed Product

                                                                       Page x of y
Program:
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Protocol: 205202 Program Run Date:ddmonyyyy

Table 9.2.1.1
Demographics 

Safety Population
Study Population: Safety Population (N=XX)

7)
                                                                                         
Page x of y

Programming Note: The categories for all the races should be displayed.

Demographic variables Overall
(N=XX)

SEX n (%)

MALE
xx (xx.x)

FEMALE
xx (xx.x)

RACE n (%)

  AMERICAN INDIAN OR ALASKA NATIVE
xx (xx.x)

AGE (YEARS)

N
XX

MEAN
XX.X

SD
XX.XX

MEDIAN
XX.X

MINIMUM
XX

MAXIMUM
XX
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Protocol: 205202 Program Run Date:ddmonyyyy

Table 9.3.1.1.1
Summary of aerobic bacteria microbial count (CFU/disc) - by visit for Denture Disc Sample 

Intent to treat Population
Study Population: Intent to Treat Population (N=XX)
Day Statistics Daily Use Tablet

(N=XX)
Weekly Use Tablet
(N=XX)

Untransformed
Count

Log10(Count+1) Untransformed Log10(Count+1) 

DAY -1 PRE-
PROPHYLAXIS

N XX XX XX XX

MISSING X X X X
MEAN XX.XX XX.XX XX.XX XX.XX
SD XX.XXX XX.XXX XX.XXX XX.XXX
MEDIAN XX.XXX XX.XXX XX.XXX XX.XXX
GEOMETRIC MEAN XX.XXX XX.XXX
MINIMUM XX.XX XX.XX XX.XX XX.XX
MAXIMUM X.XX X.XX X.XX X.XX

DAY -1 POST 
PROPHYLAXIS

N XX XX XX XX

MISSING X X X X
MEAN XX.XX XX.XX XX.XX XX.XX
SD XX.XXX XX.XXX XX.XXX XX.XXX
MEDIAN XX.XXX XX.XXX XX.XXX XX.XXX
GEOMETRIC MEAN XX.XXX XX.XXX
MINIMUM XX.XX XX.XX XX.XX XX.XX
MAXIMUM X.XX X.XX X.XX X.XX

DAY 0 PRE-TRT 
(BASELINE)

N XX XX XX XX

MISSING X X X X
MEAN XX.XX XX.XX XX.XX XX.XX
SD XX.XXX XX.XXX XX.XXX XX.XXX
MEDIAN XX.XXX XX.XXX XX.XXX XX.XXX
GEOMETRIC MEAN XX.XXX XX.XXX
MINIMUM XX.XX XX.XX XX.XX XX.XX
MAXIMUM X.XX X.XX X.XX X.XX

DAY 0 POST-(BASELINE) N XX XX XX XX
MISSING X X X X
MEAN XX.XX XX.XX XX.XX XX.XX
SD XX.XXX XX.XXX XX.XXX XX.XXX
MEDIAN XX.XXX XX.XXX XX.XXX XX.XXX
GEOMETRIC MEAN XX.XXX XX.XXX
MINIMUM X.XX XX.XX XX.XX XX.XX
MAXIMUM X.XX X.XX X.XX X.XX

Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) – German Marketed Product
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) – German Marketed Product
                                                                                                                      Page x of y
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Programming Note: 
Display Day 3 and 7 pre and post treatment in the same table.
Control the pagination in the table such a way that each treatment’s pre and post assessment falls in the same page.
For molecular microbial count data present all species.
Use the table template for other microbial (anaerobic bacteria and Candida) counts as well as listed in the Appendix of list of 
tables. 
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Protocol: 205202 Program Run Date:ddmonyyyy
Table 9.3.1.2.1

Statistical Analysis of Change from Baseline in aerobic bacteria microbial count (CFU/disc) on Day 3 (post treatment) 
and Day 7 (post treatment)- Denture Disc Sample 

Intent to treat Population

Study Population: Intent to Treat Population (N=XX)
Day Statistics Daily Use Tablet

(N=XX)
Weekly Use Tablet
(N=XX)

Untransformed
Change from 
baseline

Log10{(Count+1)
/(Baseline+1)}

Untransformed 
Change from 
baseline

Log10{(Count+1)/(
Baseline+1)}

DAY 7 N XX XX XX XX
MISSING X X X X
MEAN XX.XX XX.XX XX.XX XX.XX
STANDARD DEVIATION XX.XXX XX.XXX XX.XXX XX.XXX
MEDIAN XX.XXX XX.XXX XX.XXX XX.XXX
MINIMUM XX.XX XX.XX XX.XX XX.XX
GEOMETRIC MEAN[6] XX.XX XX.XX
MAXIMUM X.XX X.XX X.XX X.XX

ADJUSTED MEAN[1,2] XX.XX XX.XX
STANDARD ERROR[2] X.XXX X.XXX

COMPARISON BETWEEN 
TREATMENTS

DIFFERENCE [1, 3] 95% CI [1] P VALUE [1] RATIO [1,4] 95% CI for 
RATIO[4]

Daily Use Tablet vs. 
Weekly use Tablet

X.XX (XX.XXX,XX.XXX
)

X.XXXX X.X (XX.XXX,XX.XXX
)

Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) – German Marketed Product
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) – German Marketed Product
[1] Analyses was performed using ANCOVA Model with Log10 Change from Baseline in Aerobic bacteria Microbial Count as response variable, Treatment 
and Period as fixed effect, subject level and Period level pre-treatment microbial count as covariates and Subject as random effect.
[2] Within-subject standard errors for Adjusted Means are on the log scale.
[3] Difference is first named treatment minus second named treatment in log10{(count+1)/(baseline+1)} such that a positive difference favors the 
second named treatment.
[4] Ratio of geometric means obtained by taking the antilog of the treatment difference obtained from the ANCOVA model.
[5] Geometric mean is the geometric mean of the values as 10^ log10(count+1)
[6] Geometric mean is the geometric mean of the ratio of post treatment count to baseline as 10^(Mean log10(count+1)-log10(baseline+1))

                                                                                                                          Page x of y
      

Programming Note: Display the results for Day 3 in the same table. Use footnote 5 against geometric mean at Day 0 Baseline. 
Use this template for other tables for other microbial (anaerobic bacteria and Candida) counts as well as per Appendix list of 
outputs. 
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Protocol: 205202 Program Run Date:ddmonyyyy

Table 9.3.2.1.1
Summary of Plaque Scores in tissue fitting surfaces on by visit 

Intent to treat Population

Study Population: Intent to Treat Population (N=XX)
Day Statistics Daily Use Tablet

(N=XX)
Weekly Use Tablet
(N=XX)

DAY -1(PRE-
PROPHYLAXIS)

N X X

MISSING XX.XX XX.XX
MEAN XX.XXX XX.XXX
SD XX.XXX XX.XXX
MEDIAN XX.XX XX.XX
MINIMUM X.XX X.XX
MAXIMUM X.XX X.XX

DAY -1(POST-
PROPHYLAXIS)

N X X

MISSING XX.XX XX.XX
MEAN XX.XXX XX.XXX
SD XX.XXX XX.XXX
MEDIAN XX.XX XX.XX
MINIMUM X.XX X.XX
MAXIMUM X.XX X.XX

DAY 0(Baseline) N X X
MISSING XX.XX XX.XX
MEAN XX.XXX XX.XXX
SD XX.XXX XX.XXX
MEDIAN XX.XX XX.XX
MINIMUM X.XX X.XX
MAXIMUM X.XX X.XX

DAY 3 ...... ..... ......

DAY 7 PRE-TRT N X X
MISSING XX.XX XX.XX
MEAN XX.XXX XX.XXX
SD XX.XXX XX.XXX
MEDIAN XX.XX XX.XX
MINIMUM X.XX X.XX
MAXIMUM X.XX X.XX

DAY 7 POST-TRT N X X
MISSING XX.XX XX.XX
MEAN XX.XX XX.XX
SD XX.XXX XX.XXX
MEDIAN XX.XX XX.XX
MINIMUM X.XX X.XX
MAXIMUM X.XX X.XX

Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) – German Marketed Product
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7– German Marketed Product)
                                                                                                                       Page x of y
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Programming note:

Add the following visits in the table.
Day -1 Pre-Prophylaxis, Day -1 Post-Prophylaxis, Day 0 Baseline (Pre- Treatment) Day 0 Baseline (Post Treatment), Day 3 
(Pre Treatment), Day 3 (Post Treatment), Day 7 (Pre Treatment), Day 7 (Post Treatment) 

Use this table template to include maxillary dentures polished surfaces and teeth data tables as per the appendix of TLFs. 
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Protocol: 205202                                                                                                     Program Run Date: ddmonyyyy
Table 9.3.2.3.1

Repeatability Analysis of Plaque Level Scores in maxillary dentures tissue fitting surfaces 
Repeatability Population

Study Population: Repeatability (N = xxx)
______________________________________________________________________________________________________________________________________________

Second Assessment
_________________________________________________________________________________________________________________________________________________

Missing 0      1         2         3
First assessment [1]

          MISSING            xx           xx            xx          xx             xx
          0                  xx           xx (xx.x%)    xx (xx.x%)  xx (xx.x%)     xx (xx.x%)
          1                  xx           xx (xx.x%)    xx (xx.x%)  xx (xx.x%)     xx (xx.x%)
          2                  xx           xx (xx.x%)    xx (xx.x%)  xx (xx.x%)     xx (xx.x%)
          3                  xx           xx (xx.x%)    xx (xx.x%)  xx (xx.x%)     xx (xx.x%)

WEIGHTED KAPPA = 0.xxx
95% C.I. = x.xxx, x.xxx

Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) – German Marketed Product
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) – German Marketed Product

                                                                 
Note: Percentages are based on total of all non-missing combinations
[1] The first assessment is the one used in the efficacy analysis.
Stain Area: 
0 = No visible plaque; no matter adherent to flat plastic instrument on light scraping; 
1 = No visible plaque; matter adherent to flat plastic instrument on light scraping; 
2 = Deposits of plaque just visible on careful examination without need to confirm by scraping; 
3 = Deposits of plaque clearly visible;
4 = Gross plaque deposits (“velvet appearance”)

                                                                                                                         Page x of y
      

Programming note: Please present table for maxillary dentures polished surfaces and teeth.  
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Protocol: 205202 Program Run Date:ddmonyyyy

Table 9.3.4.2
Summary of OTU’s from the microbiome data 

Intent to treat population

Study Population: Intent to Treat Population (N=XX)
Treatment Sample Number Number of OTU’s
Corega Daily Use 401

403
408

51
XX
XX

Corega Weekly Use 401
403
408

51
XX
XX

Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) – German Marketed Product
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7– German Marketed Product)
                                                                                                                       Page x of y

      

Programming note:
Please use external data spreadsheet “GSK_otu_table.from_biom”. The number of OTU’s is defined by a value greater than 0 
so for example if sample number 401 has 45 non-zero values as OTU’s, please present 45 as the number in the third column 
above. 
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Protocol: 205202 Program Run Date:ddmonyyyy

Table 9.3.5.1
Summary of Subject Assessment Questionnaire (SAQ) Data on Day 7

Intent to treat Population
Study Population: Intent to Treat Population (N=XX)
Day Question Daily Use Tablet

(N=XX)
Weekly Use Tablet
(N=XX)

Day -1(Pre 
prophylaxis)

How clean does your denture look (Outside of mouth)?

Clean Xx(xx.x%) Xx(xx.x%)
Fairly Clean Xx(xx.x%) Xx(xx.x%)
Not Very Clean Xx(xx.x%) Xx(xx.x%)
Not at all clean Xx(xx.x%) Xx(xx.x%)
Don’t Know Xx(xx.x%) Xx(xx.x%)
Missing response Xx(xx.x%) Xx(xx.x%)

Comparison (Pre vs. Post treatment) P-value P-value
0.xxx 0.xxx

How fresh does your denture look (After placing in mouth)?

Clean Xx(xx.x%) Xx(xx.x%)
Fairly Clean Xx(xx.x%) Xx(xx.x%)
Not Very Clean Xx(xx.x%) Xx(xx.x%)
Not at all clean Xx(xx.x%) Xx(xx.x%)
Don’t Know Xx(xx.x%) Xx(xx.x%)
Missing response Xx(xx.x%) Xx(xx.x%)

How fresh does your breath feel (After placing in mouth)?

Clean Xx(xx.x%) Xx(xx.x%)
Fairly Clean Xx(xx.x%) Xx(xx.x%)
Not Very Clean Xx(xx.x%) Xx(xx.x%)
Not at all clean Xx(xx.x%) Xx(xx.x%)
Don’t Know Xx(xx.x%) Xx(xx.x%)
Missing response Xx(xx.x%) Xx(xx.x%)

How clean does your denture feel (running the tongue)?

Clean Xx(xx.x%) Xx(xx.x%)
Fairly Clean Xx(xx.x%) Xx(xx.x%)
Not Very Clean Xx(xx.x%) Xx(xx.x%)
Not at all clean Xx(xx.x%) Xx(xx.x%)
Don’t Know Xx(xx.x%) Xx(xx.x%)
Missing response Xx(xx.x%) Xx(xx.x%)

DAY 7 (Prior 
to Denture 
Cleaning)

......................................
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Day Question Daily Use Tablet
(N=XX)

Weekly Use Tablet
(N=XX)

DAY 7 (Post  
Denture 
Cleaning)

......................................

Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) – German Marketed Product

Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) – German Marketed Product

Percentages will be calculated using number of subjects available in ITT population in that treatment

                                                                                                                       Page x of y
      

Programming note: Control the pagination for pre and post treatment in a single page. After each question pre and post display 
test statistic value, CI and p-value. 

 

                                     

 

- SA
P A

m
endm

ent O
ct 2017 Final

V
olum

e 1   Page 342 of 346  D
oc Pg 50 of 54

D
ocum

ent V
ersion:2.0,M

ost-R
ecent,Effective,C

U
R

R
EN

T

Page 346 of 351

 

Document Name  

Type Version Document Identifier Effective Date 

    

Reason For Issue  
 

 

 

 

 

 

 

 

 

 

 

 

 

 

15-Dec-2017 15:17:33eldo_controlled 1.0; CURRENT; Most-Recent; Effective

205202 Synopsis

Auto Issue
090032d580dd428c

Page 347 of 442

 

Document Name  

Type Version Document Identifier Effective Date 

    

Reason For Issue  
 

 

 

 

 

 

 

 

 

 

 

 

 

 

gsk-205202-clinical-study-report.pdf

eldo_controlled 0.2; CURRENT; Most-Recent; Reviewed 090032d581229ab2

CCI
CCI

PPD



Protocol: 205202                                                                                                     Program Run Date: ddmonyyyy
Figure 9.1.1

Plot of Log 10 Raw Means ± SE of Aerobic bacteria microbial count (CFU/disc) for the Denture Disc Sample by Visit and Treatment 
Intent to Treat Population

Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) – German Marketed Product
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) – German Marketed Product
                                                                                                           Page x of y

      

Programming note: 
For the aerobic count figure use the Y-axis in logarithm (base 10) scale. Add the Error Bars.
Please also present the data for anaerobic and candida counts under the same figure number on following pages. 
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Protocol: 205202                                                                                                     Program Run Date: ddmonyyyy
Figure 9.3.1

Raw mean plaque score in tissue fitting surfaces for Day 0 (pre-treatment) Day 3 and Day 7 by Visit and treatment
ITT population

                 

Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) – German Marketed Product
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) – German Marketed Product
*Dentures can accumulate plaque and stain over time. The plaque on the denture will be measured by assessing the surfaces of the denture 
including the teeth using the modification of the Clinical Categorization of Denture Cleanliness Index (Blair et al., 1995).
                                                                                                                          Page x of y

      

Programming note: 

Use the actual visits for the, plaque level score for tissue fitting surfaces. For stain outputs use the following footnote: 

*Dentures can accumulate plaque and stain over time. Stain on the surfaces of the denture including the teeth will be assessed by modification of 

the Denture Cleanser Index (Mylonas et al., 2014) before and after use of the denture cleanser treatment regimens. 
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Protocol: 205202                                                                                                     Program Run Date: ddmonyyyy
Figure 9.4.1

Stacked Bar Chart of all Microbial species by Treatment for Day 0 (pre-treatment) Day 3 and Day 7 for the Denture Disc Sample 
Intent to Treat Population

TRT1: Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) – German Marketed Product
TRT2: Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) – German Marketed Product

                                                                                                            Page x of y
    

FOOTNOTE FOR REFERENCE: 1:TRT1 & 2:TRT2; This data is from QPCR.   
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Protocol: 205202                                                                                                     Program Run Date: ddmonyyyy
Figure 9.6

Bar Chart for Subject Questionnaire Data
Intent to Treat Population

Corega Tabs Dental Weiss für Raucher -  (1 tablet/day) – German Marketed Product
Corega Tabs Dental Weiss für Raucher -  (1 tablet at day 7) – German Marketed Product
Q1: How clean does your denture look?; 
Q2: How fresh does your denture feel?; 
Q3: How does your breath feel?
Q4: How clean does your denture feel?
                                                                                                            Page x of y
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Time and Events Schedule For Study Design: 205202
Element System CORE_LIB_ELEMENTS

Assessment CRF SCREEN
(SCR)

[S]

ENROLL
(ENR)

[S]

V1/TX 
1/SCR
(V1/TX 
1/SCR)

[S]

V2/TX 
1/DAY 

0
(V2/TX 
1/DAY 

0)
[S/D]

V3/TX 
1/DAY 

3
(V3/TX 
1/DAY 

3)
[S/D]

V4/TX 
1/DAY 

7
(V4/TX 
1/DAY 

7)
[S/D]

V5/TX 
2/DAY 

-1
(V5/TX 
2/DAY 

-1)
[S/D]

V6/TX 
2/DAY 

0
(V6/TX 
2/DAY 

0)
[S/D]

V7/TX 
2/DAY 

3
(V7/TX 
2/DAY 

3)
[S/D]

V8/TX 
2/DAY 

7
(V8/TX 
2/DAY 

7)
[S/D]

AE/CONMED/NONDRUG
(AE/CONMED/NONDRUG)

[S]

STUDYCONC
(STUDYCONC)

[S]

Visit Start Hours 0 0 0 24 48 72 96 120 144 168 192 216

1 INFORM SCREENING SCREEN 1

2 SUBJECT ENROLLMENT ENROL 1

3 DATE OF VISIT/ASSESSMENT DOV 1 1 1 1 1 1 1 1

4 SUBJECT IDENTIFICATION SUBID 2

5 CONSENT CONSENT 3

6 DEMOGRAPHY DEMO 4

7 ANY MEDICAL HISTORY ANY 
MEDHIST 5

8 MEDICAL HISTORY MEDHIST 6-DF

9 ANY DENTAL HISTORY ANY 
DENTHX 7

10 DENTAL HISTORY (LOWER DENTURE) DENTHX (L) 8-DF

11 DENTAL HISTORY (UPPER DENTURE) DENTHX (U) 9

12 CRITERIA FOR WELL MADE DENTURE (UPPER DENTURE) DENTCRIT 
(U) 10

13 ORAL SOFT TISSUE EXAMINATION (EDENTULOUS) OSTEXAM 11

14 DENTURE BEARING TISSUE EVALUATION (UPPER DENTURE) DBTEVAL 
(U) 12

15 EVALUATION OF WELL FIT DENTURE (UPPER DENTURE) DENTEVAL 
(U) 13

16 INCLUSION CRITERIA INCLUS 14

17 EXCLUSION CRITERIA EXCLUS 15

18 SUBJECT ELIGIBILITY (Screening) ELIG 16

19 SUBJECT ASSESSMENT QUESTIONNAIRE (SAQ) SUBJQ 17 5

20 STAIN ASSESSMENT (PRE - PROPHYLAXIS) STAIN (PRE) 18 6

21 STAIN ASSESSMENT (PRE - PROPHYLAXIS) REPEATABILITY STAINRPT 
(PRE) 19-DF 7-DF

22 PLAQUE ASSESSMENT (PRE - PROPHYLAXIS) PLAQUE 
(PRE) 20 8

23 PLAQUE ASSESSMENT (PRE - PROPHYLAXIS) REPEATABILITY PLAQUERPT 
(PRE) 21-DF 9-DF

24 MICROBIOLOGY SAMPLING (DISC SAMPLING) PRE - PROPHYLAXIS MICRODISC 
(PRE) 22 10

25 MICROBIOLOGY SAMPLING (DENTURE SONICATE) PRE - PROPHYLAXIS MICRODENT 
(PRE) 23 11

26 DENTAL/DENTURE PROPHYLAXIS PROPHY 24 21 12 20
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27 STAIN ASSESSMENT (POST - PROPHYLAXIS) STAIN 
(POST) 25 13

28 STAIN ASSESSMENT (POST - PROPHYLAXIS) REPEATABILITY STAINRPT 
(POST) 26-DF 14-DF

29 PLAQUE ASSESSMENT (POST - PROPHYLAXIS) PLAQUE 
(POST) 27 15

30 PLAQUE ASSESSMENT (POST - PROPHYLAXIS) REPEATABILITY PLAQUERPT 
(POST) 28-DF 16-DF

31 MICROBIOLOGY SAMPLING (DISC SAMPLING) POST - PROPHYLAXIS MICRODISC 
(POST) 29 17

32 EVALUATION OF ADVERSE EVENTS AEEVAL 30

33 SUBJECT ADHERENCE TO SUBJECT RESTRICTIONS RESADHERE 2 2 2 2 2 2 2

34 EVALUATION OF ADVERSE EVENTS AND CONCOMITANT MEDICATIONS AECMEVAL 3 3 3 3 3 3 3

35 ORAL SOFT TISSUE EXAMINATION (EDENTULOUS) OSTEXAM 4 4 4 4 4 4 4

36 SUBJECT ELIGIBILITY (Post-Screening) ELIG 5

37 SUBJECT RANDOMISATION RAND 6

38 STAIN ASSESSMENT (PRE -TREATMENT) STAIN (PRE) 7 6 8 5 6 7

39 STAIN ASSESSMENT (PRE - TREATMENT) REPEATABILITY STAINRPT 
(PRE) 8-DF 7-DF 9-DF 6-DF 7-DF 8-DF

40 PLAQUE ASSESSMENT (PRE - TREATMENT) PLAQUE 
(PRE) 9 8 10 7 8 9

41 PLAQUE ASSESSMENT (PRE - TREATMENT) REPEATABILITY PLAQUERPT 
(PRE) 10-DF 9-DF 11-DF 8-DF 9-DF 10-DF

42 MICROBIOLOGY SAMPLING (DISC SAMPLING) PRE - TREATMENT MICRODISC 
(PRE) 11 10 12 9 10 11

43 PRODUCT DISPENSING INFORMATION PRODDISP 12 10

44 SUPERVISED PRODUCT USE PRODADMIN 13 11 13 11 11 12

45 PLAQUE ASSESSMENT (POST - TREATMENT) PLAQUE 
(POST) 14 12 17 12 12 16

46 PLAQUE ASSESSMENT (POST - TREATMENT) REPEATABILITY PLAQUERPT 
(POST) 15-DF 13-DF 18-DF 13-DF 13-DF 17-DF

47 MICROBIOLOGY SAMPLING (DISC SAMPLING) POST - TREATMENT MICRODISC 
(POST) 16 14 19 14 14 18

48 COMPLIANCE CHECK COMPCHK 5 5 5

49 PRODUCT RETURN INFORMATION PRODRET 5 5

50 COMPLIANCE CHECK COMPCHK 6

51 SUBJECT ASSESSMENT QUESTIONNAIRE (SAQ) - PRE SUBJQ 
(PRE) 7 6

52 SUBJECT ASSESSMENT QUESTIONNAIRE (SAQ) - POST SUBJQ 
(POST) 14 13

53 STAIN ASSESSMENT (POST - TREATMENT) STAIN 
(POST) 15 14

54 STAIN ASSESSMENT (POST - TREATMENT) REPEATABILITY STAINRPT 
(POST) 16-DF 15-DF

55 MICROBIOLOGY SAMPLING (DENTURE SONICATE) POST - TREATMENT MICRODENT 
(POST) 20 19

56 ANY ADVERSE EVENTS AND PAST/CONCOMITANT MEDICATIONS AE-
CONMED-

1
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NONDRUG

57 CONCOMITANT MEDICATIONS CONMED 2-DF-C-RF

58 CONCOMITANT NON-DRUG TREATMENT/PROCEDURES NONDRUG 3-DF-C-RF

59 ADVERSE EVENTS AE 4-DF-C-RF

60 ANY PROTOCOL DEVIATIONS ANY 
DEVIATION 1

61 PROTOCOL DEVIATIONS DEVIATION 2-DF

62 ANY INCIDENTS ANY 
INCIDENT 3

63 INCIDENTS INCIDENT 4-DF

64 STUDY CONCLUSION STUDYCONC 6

Key:    [S] = Scheduled Visit    [D] = Dynamic Visit    [U] = Unscheduled Visit    [R] = Repeating Visit
C = Common Form    DF = Dynamic Form    RF = Repeating Form
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205202: INFORM SCREENING (SCREEN)
INFORM SCREENING

1. Year of Birth
[Year of Birth] 

[DOBDT] 

   Note: Hidden items are not displayed.
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205202: SUBJECT ENROLLMENT (ENROL)
SUBJECT SCREENING NUMBER

1. Subject Screening Number
[Subject Screening Number] 

[txtSubjectNumber] 
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205202: DATE OF VISIT/ASSESSMENT (DOV)
DATE OF VISIT/ASSESSMENT

1. Date of Visit
[Date of Visit] 

[DOV] 
/ / 
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205202: SUBJECT IDENTIFICATION (SUBID)
SUBJECT IDENTIFICATION

1. Subject Screening Number
[Subject Screening Number] 

[txtSubjectNumber] 
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205202: CONSENT (CONSENT)
CONSENT

1. Date of Consent
[Date of Consent] 

[CONSDT] 
/ / 
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205202: DEMOGRAPHY (DEMO)
DEMOGRAPHY

1. Year of Birth
[Year of Birth] 

[DOBDT] 

2. Age
[Age] 

[AGE]

3. Sex
[Sex] 

[SEX] 
Male
Female

4. Race
[Race] 

[cmpRACECD] 
(Check all that apply)
[RACECD11] 

African American/African Heritage

[RACECD12] 
American Indian or Alaskan Native

[RACECD13] 
Asian - Central/South Asian Heritage

[RACECD14] 
Asian - East Asian Heritage

[RACECD15] 
Asian - Japanese Heritage

[RACECD16] 
Asian - South East Asian Heritage

[RACECD17] 
Native Hawaiian or Other Pacific Islander

[RACECD18] 
White - Arabic/North African Heritage

[RACECD19] 
White - White/Caucasian/European Heritage
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205202: ANY MEDICAL HISTORY (ANY MEDHIST)
ANY MEDICAL HISTORY

List relevant previous and current medical conditions (including allergies or drug sensitivity) and surgery that the subject has experienced. 
NOTE: If treatment is currently taken for any medical conditions, complete the Concomitant Medications page.

1. Are there any medical conditions to report?
[Any Medical History] 

[MHANY] 
Yes
No

If Yes, complete Medical History page
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205202: MEDICAL HISTORY (MEDHIST)
Medical Condition Start Date Ongoing Medical Condition

1.

MEDICAL HISTORY Entry

List any relevant previous and current medical conditions (including allergies or drug sensitivity) and surgery that the subject has experienced. 
NOTE: If treatment is currently taken for any medical conditions, complete the Concomitant Medications page. 

1.1 Medical Condition
[Medical Condition] 

[MHTERM] 

1.2 Start Date
[Start Date] 

[MHSTDT] 
/ / 

1.3 Ongoing Medical Condition?
[Ongoing Medical Condition] 

[MHONGO] 
Yes
[MHENDT] 
No, provide End Date:

 / / 

   Note: Hidden items are not displayed.
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205202: ANY DENTAL HISTORY (ANY DENTHX)
ANY DENTAL HISTORY

1. Does the subject have a lower denture?
[Any Lower Denture] 

[LDANY] 
Yes
No

If Yes, complete Lower Denture History page
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205202: DENTAL HISTORY (LOWER DENTURE) (DENTHX (L))
DENTAL HISTORY (LOWER DENTURE)

1. How long have you been wearing lower denture?
[Duration of Denture Use] 

[LDDUR] 
years

2. How old is your current lower denture?
[Current Denture Age] 

[LDAGE] 
years

3. Has your lower denture been relined?
[Denture Relined] 

[LDREL] 
[LDRELCNT] 
Yes, specify How many times?

No

4. Do you keep your lower denture in while sleeping?
[Use Denture While Sleeping] 

[LDSLP]
Yes
No

5. Have you noticed any recent change in the fit of your lower denture?
[Recent Changes in Denture Fit] 

[LDCHG] 
Yes
No

6. Do you use denture adhesive to secure your lower denture?
[Use Denture Adhesive] 

[LDADH] 
Yes
No

7. How satisfied are you with the fit of your lower denture?
[Denture Satisfaction] 

[LDSATCD] 
Completely satisfied
Somewhat satisfied
Somewhat dissatisfied
Completely dissatisfied

8. Does the subject have a full lower denture?
[Full Lower Denture] 

[LDFULL] 
Yes
No

If No, complete the next two questions 

9. Specify lower teeth that are missing 
(for partial dentures only) 
[Missing Lower Teeth] 

[cmpLDMISTH] 
(Check all that apply) 
[LDMIS31] 

Tooth 31 (Universal)

[LDMIS30] 
Tooth 30 (Universal)

[LDMIS29] 
Tooth 29 (Universal)

[LDMIS28] 
Tooth 28 (Universal)

[LDMIS27] 
Tooth 27 (Universal)

[LDMIS26] 
Tooth 26 (Universal)

[LDMIS25] 
Tooth 25 (Universal)

[LDMIS24] 
Tooth 24 (Universal)

[LDMIS23] 
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Tooth 23 (Universal)

[LDMIS22] 
Tooth 22 (Universal)

[LDMIS21] 
Tooth 21 (Universal)

[LDMIS20] 
Tooth 20 (Universal)

[LDMIS19] 
Tooth 19 (Universal)

[LDMIS18] 
Tooth 18 (Universal)

10. Specify lower prosthetic teeth in denture 
(for partial dentures only) 
[Prosthetic Lower Teeth in Denture] 

[cmpLDPROTH] 
(Check all that apply) 
[LDPRO31] 

Tooth 31 (Universal)

[LDPRO30] 
Tooth 30 (Universal)

[LDPRO29] 
Tooth 29 (Universal)

[LDPRO28] 
Tooth 28 (Universal)

[LDPRO27] 
Tooth 27 (Universal)

[LDPRO26] 
Tooth 26 (Universal)

[LDPRO25] 
Tooth 25 (Universal)

[LDPRO24] 
Tooth 24 (Universal)

[LDPRO23] 
Tooth 23 (Universal)

[LDPRO22] 
Tooth 22 (Universal)

[LDPRO21] 
Tooth 21 (Universal)

[LDPRO20] 
Tooth 20 (Universal)

[LDPRO19] 
Tooth 19 (Universal)

[LDPRO18] 
Tooth 18 (Universal)
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205202: DENTAL HISTORY (UPPER DENTURE) (DENTHX (U))
DENTAL HISTORY (UPPER DENTURE)

1. How long have you been wearing upper denture?
[Duration of Denture Use] 

[UDDUR] 
years

2. How old is your current upper denture?
[Current Denture Age] 

[UDAGE] 
years

3. Has your upper denture been relined?
[Denture Relined] 

[UDREL] 
[UDRELCNT] 
Yes, specify How many times?

No

4. Do you keep your upper denture in while sleeping?
[Use Denture While Sleeping] 

[UDSLP] 
Yes
No

5. Have you noticed any recent change in the fit of your upper denture?
[Recent Changes in Denture Fit] 

[UDCHG]
Yes
No

6. Do you use denture adhesive to secure your upper denture?
[Use Denture Adhesive] 

[UDADH] 
Yes
No

7. How satisfied are you with the fit of your upper denture?
[Denture Satisfaction] 

[UDSATCD] 
Completely satisfied
Somewhat satisfied
Somewhat dissatisfied
Completely dissatisfied

8. Does the subject have a full upper denture?
[Full Upper Denture] 

[UDFULL] 
Yes
No
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205202: CRITERIA FOR WELL MADE DENTURE (CLINICAL ACCEPTABILITY) (DENTCRIT (U))
CRITERIA FOR WELL MADE DENTURE - UPPER DENTURE

1. Has this denture clinically acceptable vertical dimension, freeway space, horizontal occlusal relationships and 
border extensions?
[Denture Criteria Q1] 

[UDWMQ1CD] 
Acceptable
Unacceptable

2. Has this denture clinically acceptable contour and finish?
[Denture Criteria Q2] 

[UDWMQ2CD] 
Acceptable
Unacceptable

3. Has this denture clinically acceptable porosity, tissue surfaces, polished surfaces, color and thickness?
[Denture Criteria Q3] 

[UDWMQ3CD] 
Acceptable
Unacceptable

4. What is the type of denture material used?
[Denture Criteria Q4] 

[UDWMQ4CD] 
Acrylic
Flexible Acrylic
Stainless Steel
[UDWMSP4] 
Others, Specify
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205202: ORAL SOFT TISSUE EXAMINATION (EDENTULOUS) (OSTEXAM)
DATE/TIME OF ASSESSMENT

1. Date and Time of Assessment
[Date and Time of Assessment] 

[EOSDTTM] 
/ / 

: 24-hour clock

ORAL SOFT TISSUE EXAMINATION - EDENTULOUS

2. Maxillary Mucogingival Fold
[Maxillary Mucogingival Fold] 

[EOSRESCD1] 
Normal
[cmpEOSAB1] 
Abnormal
[EOSABLOC1] 
Location of abnormality:

Right Left Right and Left

[EOSABDESC1] 
Describe abnormality:

[EOSREASND1] 
Not Examined, provide details:

3. Maxillary Edentulous Gingival Mucosa
[Maxillary Edentulous Gingival Mucosa] 

[EOSRESCD2] 
Normal
[cmpEOSAB2] 
Abnormal
[EOSABLOC2] 
Location of abnormality:

Right Left Right and Left

[EOSABDESC2] 
Describe abnormality:

[EOSREASND2] 
Not Examined, provide details:

4. Maxillary Hard Palate
[Maxillary Hard Palate] 

[EOSRESCD3] 
Normal
[cmpEOSAB3] 
Abnormal
[EOSABLOC3] 
Location of abnormality:

Right Left Right and Left

[EOSABDESC3] 
Describe abnormality:

[EOSREASND3] 
Not Examined, provide details:
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5. Maxillary Soft Palate
[Maxillary Soft Palate] 

[EOSRESCD4] 
Normal
[cmpEOSAB4] 
Abnormal
[EOSABLOC4] 
Location of abnormality:

Right Left Right and Left

[EOSABDESC4] 
Describe abnormality:

[EOSREASND4] 
Not Examined, provide details:

6. Mandibular Mucogingival Fold
[Mandibular Mucogingival Fold] 

[EOSRESCD5] 
Normal
[cmpEOSAB5] 
Abnormal
[EOSABLOC5] 
Location of abnormality:

Right Left Right and Left

[EOSABDESC5] 
Describe abnormality:

[EOSREASND5] 
Not Examined, provide details:

7. Mandibular Edentulous Gingival Mucosa (if applicable)
[Mandibular Edentulous Gingival Mucosa] 

[EOSRESCD6] 
Normal
[cmpEOSAB6] 
Abnormal
[EOSABLOC6] 
Location of abnormality:

Right Left Right and Left

[EOSABDESC6] 
Describe abnormality:

[EOSREASND6] 
Not Examined, provide details:

Not Applicable

8. Gingival Mucosa (if applicable)
[Gingival Mucosa] 

[EOSRESCD7] 
Normal
[cmpEOSAB7] 
Abnormal
[EOSABLOC7] 
Location of abnormality:

Right Left Right and Left

[EOSABDESC7] 
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Describe abnormality:

[EOSREASND7] 
Not Examined, provide details:

Not Applicable

9. Labial Mucosa (including lips)
[Labial Mucosa] 

[EOSRESCD8] 
Normal
[cmpEOSAB8] 
Abnormal
[EOSABLOC8] 
Location of abnormality:

Right Left Right and Left

[EOSABDESC8] 
Describe abnormality:

[EOSREASND8] 
Not Examined, provide details:

10. Buccal Mucosa
[Buccal Mucosa] 

[EOSRESCD9] 
Normal
[cmpEOSAB9] 
Abnormal
[EOSABLOC9] 
Location of abnormality:

Right Left Right and Left

[EOSABDESC9] 
Describe abnormality:

[EOSREASND9] 
Not Examined, provide details:

11. Tongue
[Tongue] 

[EOSRESCD10] 
Normal
[cmpEOSAB10] 
Abnormal
[EOSABLOC10] 
Location of abnormality:

Right Left Right and Left

[EOSABDESC10] 
Describe abnormality:

[EOSREASND10] 
Not Examined, provide details:
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12. Sublingual Area
[Sublingual Area] 

[EOSRESCD11] 
Normal
[cmpEOSAB11] 
Abnormal
[EOSABLOC11] 
Location of abnormality:

Right Left Right and Left

[EOSABDESC11] 
Describe abnormality:

[EOSREASND11] 
Not Examined, provide details:

13. Submandibular Area
[Submandibular Area] 

[EOSRESCD12] 
Normal
[cmpEOSAB12] 
Abnormal
[EOSABLOC12] 
Location of abnormality:

Right Left Right and Left

[EOSABDESC12] 
Describe abnormality:

[EOSREASND12] 
Not Examined, provide details:

14. Salivary Glands
[Salivary Glands] 

[EOSRESCD13] 
Normal
[cmpEOSAB13] 
Abnormal
[EOSABLOC13] 
Location of abnormality:

Right Left Right and Left

[EOSABDESC13] 
Describe abnormality:

[EOSREASND13] 
Not Examined, provide details:

15. Tonsilar
[Tonsilar] 

[EOSRESCD14] 
Normal
[cmpEOSAB14] 
Abnormal
[EOSABLOC14] 
Location of abnormality:

Right Left Right and Left

[EOSABDESC14] 
Describe abnormality:
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[EOSREASND14] 
Not Examined, provide details:

16. Pharyngeal
[Pharyngeal] 

[EOSRESCD15] 
Normal
[cmpEOSAB15] 
Abnormal
[EOSABLOC15] 
Location of abnormality:

Right Left Right and Left

[EOSABDESC15] 
Describe abnormality:

[EOSREASND15] 
Not Examined, provide details:
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205202: DENTURE BEARING TISSUE EVALUATION (KAPUR) (DBTEVAL (U))
DENTURE BEARING TISSUE EVALUATION (UPPER DENTURE)

1. Ridge Shape
[Ridge Shape] 

[UDBTRIDGCD] 
1 - Flat
2 - V-shaped
3 - Shaped between U & V
4 - U-shaped

2. Tissue Resiliency
[Tissue Resiliency] 

[UDBTRESLCD] 
1 - Flabby
2 - Resilient
3 - Firm

3. Border Tissue Attachment
[Border Tissue Attachment] 

[UDBTATCHCD] 
1 - Low
2 - Medium
3 - High
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205202: EVALUATION OF WELL FIT DENTURE (KAPUR/OLSHAN MODIFICATION) (DENTEVAL (U))
EVALUATION OF WELL FIT DENTURE (UPPER DENTURE)

Retention Criteria 

0= No retention - when the denture is seated in place, it displaces itself. 
1= Poor retention - denture offers slight resistance to vertical pull and little or no resistance to lateral force. 
2= Fair retention - denture offers moderate resistance to vertical pull and little or no resistance to lateral forces. 
3= Good retention - denture offers moderate resistance to vertical pull and lateral force. 
4= Very Good retention - denture offers very good resistance to vertical pull and lateral force. 
5= Excellent retention - denture offers excellent resistance to vertical pull and lateral force. 

Stability Criteria 

0= No stability - when denture base has extreme rocking under pressure. 
1= Poor stability - when denture base has moderate rocking on its supporting structures under pressure. 
2= Fair stability - when denture base has slight rocking on its supporting structures under pressure. 
3= Good stability - when denture base has very slight rocking on its supporting structures under pressure. 
4= Excellent stability - when denture base offers no rocking on its supporting structures under pressure. 

1. Retention
[Retention] 

[UDWFRETCD] 
0 - No Retention
1 - Poor Retention
2 - Fair Retention
3 - Good Retention
4 - Very Good Retention
5 - Excellent Retention

2. Stability
[Stability] 

[UDWFSTABCD] 
0 - No Stability
1 - Poor Stability
2 - Fair Stability
3 - Good Stability
4 - Excellent Stability
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205202: INCLUSION CRITERIA (INCLUS)
INCLUSION CRITERIA

Mark the correct answers to the following Inclusion Criteria questions. 

1. Inclusion #1) CONSENT - Demonstrates understanding of the study procedures, restrictions and willingness to 
participate as evidenced by voluntary written informed consent and has received a signed and dated copy of the 
informed consent form.
[Inclusion #1) Consent] 

[IECRTNUMI01]
Yes No

2. Inclusion #2) AGE - Aged between 18 and 84 years inclusive.
[Inclusion #2) Age] 

[IECRTNUMI02]
Yes No

3. Inclusion #3a) GENERAL HEALTH - Good general and mental health with, in the opinion of the investigator or 
medically qualified designee: No clinically significant and relevant abnormalities in medical history or upon oral 
examination.
[Inclusion #3a) General Health] 

[IECRTNUMI03A]
Yes No

4. Inclusion #3b) GENERAL HEALTH - Good general and mental health with, in the opinion of the investigator or 
medically qualified designee: Absence of any condition that could affect the subject’s safety or wellbeing or their 
ability to understand and follow study procedures and requirements.
[Inclusion #3b) General Health] 

[IECRTNUMI03B]
Yes No

5. Inclusion #4a) DENTAL HEALTH - Maxillary Arch: Completely edentulous maxillary arch restored with a 
conventional full acrylic based upper complete denture.
[Inclusion #4a) Dental Health] 

[IECRTNUMI04A]
Yes No

6. Inclusion #4b) DENTAL HEALTH - Mandibular Arch: Dentate, partial or full edentulous mandibular arch. Partial or 
full edentulous arch may be restored with a stable complete, partial or implant supported denture. (Mandibular 
dentures are not used for assessments or measures).
[Inclusion #4b) Dental Health] 

[IECRTNUMI04B]
Yes No

7. Inclusion #4c) DENTAL HEALTH - Maxillary dentures must be considered to be moderately well-fitting at the 
screening visit. (Kapur Index, Olshan Modification: retention score >=2, stability score>=2).
[Inclusion #4c) Dental Health] 

[IECRTNUMI04C] 
Yes No

8. Inclusion #4d) DENTAL HEALTH - Maxillary dentures must be considered to be well-made based on design and 
construction criteria specified in the protocol.
[Inclusion #4d) Dental Health] 

[IECRTNUMI04D] 
Yes No
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205202: EXCLUSION CRITERIA (EXCLUS)
EXCLUSION CRITERIA

Mark the correct answers to the following Exclusion Criteria questions. 

1. Exclusion #1) PREGNANCY - Women who are known to be pregnant or who are intending to become pregnant over 
the duration of the study.
[Exclusion #1) Pregnancy] 

[IECRTNUME01] 
Yes No NA

2. Exclusion #2) BREAST-FEEDING - Women who are breast-feeding.
[Exclusion #2) Breast-feeding] 

[IECRTNUME02] 
Yes No NA

3. Exclusion #3a) ALLERGY/ INTOLERANCE - Known or suspected intolerance or hypersensitivity to the study 
materials (or closely related compounds) or any of their stated ingredients.
[Exclusion #3a) Allergy/Intolerance] 

[IECRTNUME03A] 
Yes No

4. Exclusion #4a) CLINICAL STUDY/ EXPERMENTAL PRODUCT - Participation in another clinical study (including 
cosmetic studies) or receipt of an investigational drug within 30 days of the screening visit.
[Exclusion #4a) Clinical study/Experimental product] 

[IECRTNUME04A] 
Yes No

5. Exclusion #4b) CLINICAL STUDY/ EXPERMENTAL PRODUCT - Previous participation in this study.
[Exclusion #4b) Clinical study/Experimental product] 

[IECRTNUME04B] 
Yes No

6. Exclusion #5a) SUBSTANCE ABUSE - Recent history (within the last year) of alcohol or other substance abuse.
[Exclusion #5a) Substance abuse] 

[IECRTNUME05A] 
Yes No

7. Exclusion #6a) PERSONNEL - An employee of the sponsor or the study site or members of their immediate family.
[Exclusion #6a) Personnel] 

[IECRTNUME06A] 
Yes No

8. Exclusion #6b) PERSONNEL - An employee of any toothpaste manufacturer or their immediate family.
[Exclusion #6b) Personnel] 

[IECRTNUME06B] 
Yes No

9. Exclusion #7a) CONCURRENT MEDICATION/ MEDICAL HISTORY - Current or relevant history of any serious, 
severe or unstable physical or psychiatric illness or any other medical condition (e.g. Diabetes Mellitus) that would 
make the subject unlikely to fully complete the study or any that increases the risk to the subject or undermines 
the data validity.
[Exclusion #7a) Concurrent medication/ Medical history] 

[IECRTNUME07A] 
Yes No

10. Exclusion #7b) CONCURRENT MEDICATION/ MEDICAL HISTORY - Implanted with a cardiac pacemaker.
[Exclusion #7b) Concurrent medication/ Medical history] 

[IECRTNUME07B] 
Yes No

11. Exclusion #7c) CONCURRENT MEDICATION/ MEDICAL HISTORY - Daily doses of medication (E.g. Antibiotics, 
Inhaled steroids etc.) that might interfere with ability to perform the study according to protocol or might affect 
the efficacy assessments (as determined by the Investigator/ Examiner).
[Exclusion #7c) Concurrent medication/ Medical history] 

[IECRTNUME07C] 
Yes No

12. Exclusion #8a) DENTAL HEALTH - Any clinically significant or relevant oral abnormality that, in the opinion of the 
investigator, could affect the subject’s participation in the study.
[Exclusion #8a) Dental health] 

[IECRTNUME08A] 
Yes No

13. Exclusion #8c) DENTAL HEALTH - Any recent (within 30 days) gingival /oral surgery.
[Exclusion #8c) Dental health] 

[IECRTNUME08C] 
Yes No

14. Exclusion #9) TOBACCO USERS INCLUDING E-CIGARETTES - Subjects who are unwilling to refrain from smoking, 
including e-cigarettes and the use of chewing tobacco or other tobacco products for the duration of the study.
[Exclusion #9) Tobacco users including e-cigarettes] 

[IECRTNUME09] 
Yes No

   Note: Hidden items are not displayed.
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205202: SUBJECT ELIGIBILITY (ELIG)
SUBJECT ELIGIBILITY

NOTE: If the subject is not eligible to continue in the study, complete the Study Conclusion visit. 

1. On the basis of Visit assessment(s), is the subject eligible and fit to participate in the next part of the study?
[Subject eligible to continue in the study] 

[ELIG] 
Yes
No
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205202: SUBJECT ASSESSMENT QUESTIONNAIRE (SAQ) (SUBJQ)
DATE/TIME OF SUBJECT QUESTIONNAIRE

1. Date and Time of Subject Questionnaire
[Date and Time of Subject Questionnaire] 

[SUBJQDTTM] 
/ / 

: 24-hour clock

SUBJECT ASSESSMENT QUESTIONNAIRE (SAQ)

Ask the subject to take a look at the upper denture outside the mouth. Then, ask the subject to rate Question 1. 
(Select only one) 

2. 1. How clean does your denture look?
[How clean does your denture look] 

[SUBJQ1] 
Very clean
Fairly clean
Not very clean
Not at all clean
Don’t know

After placing the upper denture back in the mouth, ask the subject to rate questions 2 and 3. 
(Select only one)

3. 2. How fresh does your denture feel?
[How fresh does your denture feel] 

[SUBJQ2] 
Very fresh
Fairly fresh
Not very fresh
Not at all fresh
Don’t know

4. 3. How does your breath feel?
[How does your breath feel] 

[SUBJQ3] 
Very fresh
Fairly fresh
Not very fresh
Not at all fresh
Don’t know

Ask the subject to run the tongue along the surfaces of the upper denture including the teeth. Then ask the subject to answer the following question. 
(Select only one)

5. 4. How clean does your denture feel?
[How clean does your denture feel] 

[SUBJQ4] 
Very clean
Fairly clean
Not very clean
Not at all clean
Don’t know
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205202: STAIN ASSESSMENT (PRE - PROPHYLAXIS) (STAIN (PRE))
DATE/TIME OF STAIN ASSESSMENT

1. Date and Time of Stain Assessment
[Date and Time of Stain Assessment] 

[STAINDTTM] 
/ / 

: 24-hour clock

STAIN ASSESSMENT

Scale 
Score Criteria

0 No staining detectable 

1 Little staining (<25% of surface stained)

2 Moderate staining of surface (25-50% of surface stained)

3 Severe staining of surface (>50% of surface stained)

2. Tissue Fitting Surface
[Tissue Fitting Surface] 

[STNTISFIT]

3. The polished surfaces
[The polished surfaces] 

[STNPOLSUR] 

4. Teeth
[Teeth] 

[STNTEETH] 

5. Was a repeatability assessment performed?
[Was a repeatability performed] 

[STNRPT]
Yes
No
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205202: STAIN ASSESSMENT (PRE - PROPHYLAXIS) REPEATABILITY (STAINRPT (PRE))
DATE/TIME OF STAIN ASSESSMENT

1. Date and Time of Stain Assessment
[Date and Time of Stain Assessment] 

[STAINDTTM] 
/ / 

: 24-hour clock

STAIN ASSESSMENT

Scale 
Score Criteria

0 No staining detectable 

1 Little staining (<25% of surface stained)

2 Moderate staining of surface (25-50% of surface stained)

3 Severe staining of surface (>50% of surface stained)

2. Tissue Fitting Surface
[Tissue Fitting Surface] 

[STNTISFIT]

3. The polished surfaces
[The polished surfaces] 

[STNPOLSUR] 

4. Teeth
[Teeth] 

[STNTEETH] 
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205202: PLAQUE ASSESSMENT (PRE - PROPHYLAXIS) (PLAQUE (PRE))
DATE/TIME OF PLAQUE ASSESSMENT

1. Date and Time of Plaque Assessment
[Date and Time of Plaque Assessment] 

[PLDTTM] 
/ / 

: 24-hour clock

PLAQUE ASSESSMENT 

Scale 
Score Criteria

0 No visible plaque; no matter adherent to the side of the dental probe on light scraping 

1 No visible plaque; matter adherent to the side of the dental probe on light scraping 

2 Deposits of plaque just visible on careful examination without need to confirm by scraping

3 Deposits of plaque clearly visible

4 Gross plaque deposits (“velvet appearance”)

2. Tissue Fitting Surface
[Tissue Fitting Surface] 

[PLQTISFIT]

3. The polished surfaces
[The polished surfaces] 

[PLQPOLSUR] 

4. Teeth
[Teeth] 

[PLQTEETH] 

5. Was a repeatability assessment performed?
[Was a repeatability assessment performed] 

[PLQRPT]
Yes
No
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205202: PLAQUE ASSESSMENT (PRE - PROPHYLAXIS) REPEATABILITY (PLAQUERPT (PRE))
DATE/TIME OF PLAQUE ASSESSMENT

1. Date and Time of Plaque Assessment
[Date and Time of Plaque Assessment] 

[PLDTTM] 
/ / 

: 24-hour clock

PLAQUE ASSESSMENT

Scale 
Score Criteria

0 No visible plaque; no matter adherent to the side of the dental probe on light scraping 

1 No visible plaque; matter adherent to the side of the dental probe on light scraping 

2 Deposits of plaque just visible on careful examination without need to confirm by scraping

3 Deposits of plaque clearly visible

4 Gross plaque deposits (“velvet appearance”)

2. Tissue Fitting Surface
[Tissue Fitting Surface] 

[PLQTISFIT]

3. The polished surfaces
[The polished surfaces] 

[PLQPOLSUR] 

4. Teeth
[Teeth] 

[PLQTEETH] 
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205202: MICROBIOLOGY SAMPLING (DISC SAMPLING) PRE - PROPHYLAXIS (MICRODISC (PRE))
MICROBIOLOGY SAMPLING (DISC SAMPLING) PRE - PROPHYLAXIS

1. Was Microbiology Disc sample taken?
[Was Microbiology Disc sample taken] 

[MDISCSMP] 
[MDISCDTTM] 
Yes, Please provide 
Date and Time of Sample

/  / 

:  24-hour clock
[MDISCSID1] 
Microbiology Disc Sample ID1

[MDISCSID2] 
Microbiology Disc Sample ID2

No

2. Was Microbiology Disc Sampling performed per protocol?
[Was Microbology Disc performed] 

[MDISC] 
Yes
No

If No, complete the Protocol Deviations page
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205202: MICROBIOLOGY SAMPLING (DENTURE SONICATE) PRE - PROPHYLAXIS (MICRODENT (PRE))
MICROBIOLOGY SAMPLING (DENTURE SONICATE) PRE - PROPHYLAXIS

1. Was Microbiology Denture Sonicate Sample taken?
[Was Microbiology Denture Sonicate sample taken] 

[MDENTSMP] 
[MDENTDTTM] 
Yes, Please provide 
Date and Time of Sample

/  / 

:  24-hour clock
[MDENTSID1] 
Microbiology Denture Sonicate Sample ID

No

2. Was Microbiology Denture Sonicate Sampling performed per protocol?
[Was Microbology Denture sample performed] 

[MDENT] 
Yes
No

If No, complete the Protocol Deviations page
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205202: DENTAL/DENTURE PROPHYLAXIS (PROPHY)
DENTAL PROPHYLAXIS

1. Was Dental Prophylaxis performed?
[Was Dental Prophylaxis performed] 

[PROPDTL] 
[PROPDTTM] 
Yes, Date and Time of Dental Prophylaxis

/  / 

:  24-hour clock
No

2. Was Dental Prophylaxis performed according to the protocol? 
[Dental Prophylaxis Performed] 

[PROPDL] 
Yes
No

DENTURE PROPHYLAXIS

3. Was Denture Prophylaxis performed?
[Was Denture Prophylaxis performed] 

[PROPDTR] 
[PROPDTTM1] 
Yes, Date and Time of Denture Prophylaxis

/  / 

:  24-hour clock
No

4. Was Denture Prophylaxis performed according to the protocol? 
[Denture Prophylaxis Performed] 

[PROPDR] 
Yes
No

If No, complete the Protocol Deviations page
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205202: STAIN ASSESSMENT (POST - PROPHYLAXIS) (STAIN (POST))
DATE/TIME OF STAIN ASSESSMENT

1. Date and Time of Stain Assessment
[Date and Time of Stain Assessment] 

[STAINDTTM] 
/ / 

: 24-hour clock

STAIN ASSESSMENT

Scale 
Score Criteria

0 No staining detectable 

1 Little staining (<25% of surface stained)

2 Moderate staining of surface (25-50% of surface stained)

3 Severe staining of surface (>50% of surface stained)

2. Tissue Fitting Surface
[Tissue Fitting Surface] 

[STNTISFIT]

3. The polished surfaces
[The polished surfaces] 

[STNPOLSUR] 

4. Teeth
[Teeth] 

[STNTEETH] 

5. Was a repeatability assessment performed?
[Was a repeatability performed] 

[STNRPT]
Yes
No
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205202: STAIN ASSESSMENT (POST - PROPHYLAXIS) REPEATABILITY (STAINRPT (POST))
DATE/TIME OF STAIN ASSESSMENT

1. Date and Time of Stain Assessment
[Date and Time of Stain Assessment] 

[STAINDTTM] 
/ / 

: 24-hour clock

STAIN ASSESSMENT

Scale 
Score Criteria

0 No staining detectable 

1 Little staining (<25% of surface stained)

2 Moderate staining of surface (25-50% of surface stained)

3 Severe staining of surface (>50% of surface stained)

2. Tissue Fitting Surface
[Tissue Fitting Surface] 

[STNTISFIT]

3. The polished surfaces
[The polished surfaces] 

[STNPOLSUR] 

4. Teeth
[Teeth] 

[STNTEETH] 

Page 37 of 78Annotated Study Book - 205202

8/3/2016...Page 37 of

 

Document Name  

Type Version Document Identifier Effective Date 

    

Reason For Issue  
 

 

 

 

 

 

 

 

 

 

 

 

 

 

03-Aug-2016 02:11:50eldo_clinical_doc 2.0; Most-Recent; Effective; CURRENT

205202 Blank eCRF.pdf

Annotation Updated and Re-approved
090032d580bfc429

Page 388 o

 

Document Name  

Type Version Document Identifier Effective Date 

    

Reason For Issue  
 

 

 

 

 

 

 

 

 

 

 

 

 

 

gsk-205202-clinical-study-report.pdf

eldo_controlled 0.2; CURRENT; Most-Recent; Reviewed 090032d581229ab2

PPD



205202: PLAQUE ASSESSMENT (POST - PROPHYLAXIS) (PLAQUE (POST))
DATE/TIME OF PLAQUE ASSESSMENT

1. Date and Time of Plaque Assessment
[Date and Time of Plaque Assessment] 

[PLDTTM] 
/ / 

: 24-hour clock

PLAQUE ASSESSMENT

Scale 
Score Criteria

0 No visible plaque; no matter adherent to the side of the dental probe on light scraping 

1 No visible plaque; matter adherent to the side of the dental probe on light scraping 

2 Deposits of plaque just visible on careful examination without need to confirm by scraping

3 Deposits of plaque clearly visible

4 Gross plaque deposits (“velvet appearance”)

2. Tissue Fitting Surface
[Tissue Fitting Surface] 

[PLQTISFIT]

3. The polished surfaces
[The polished surfaces] 

[PLQPOLSUR] 

4. Teeth
[Teeth] 

[PLQTEETH] 

5. Was a repeatability assessment performed?
[Was a repeatability assessment performed] 

[PLQRPT]
Yes
No
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205202: PLAQUE ASSESSMENT (POST - PROPHYLAXIS) REPEATABILITY (PLAQUERPT (POST))
DATE/TIME OF PLAQUE ASSESSMENT

1. Date and Time of Plaque Assessment
[Date and Time of Plaque Assessment] 

[PLDTTM] 
/ / 

: 24-hour clock

PLAQUE ASSESSMENT

Scale 
Score Criteria

0 No visible plaque; no matter adherent to the side of the dental probe on light scraping 

1 No visible plaque; matter adherent to the side of the dental probe on light scraping 

2 Deposits of plaque just visible on careful examination without need to confirm by scraping

3 Deposits of plaque clearly visible

4 Gross plaque deposits (“velvet appearance”)

2. Tissue Fitting Surface
[Tissue Fitting Surface] 

[PLQTISFIT]

3. The polished surfaces
[The polished surfaces] 

[PLQPOLSUR] 

4. Teeth
[Teeth] 

[PLQTEETH] 
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205202: MICROBIOLOGY SAMPLING (DISC SAMPLING) POST - PROPHYLAXIS (MICRODISC (POST))
MICROBIOLOGY SAMPLING (DISC SAMPLING) POST - PROPHYLAXIS

1. Was Microbiology Disc sample taken?
[Was Microbiology Disc sample taken] 

[MDISCSMP] 
[MDISCDTTM] 
Yes, Please provide 
Date and Time of Sample

/  / 

:  24-hour clock
[MDISCSID1] 
Microbiology Disc Sample ID1

[MDISCSID2] 
Microbiology Disc Sample ID2

No

2. Was Microbiology Disc Sampling performed per protocol?
[Was Microbology Disc performed] 

[MDISC] 
Yes
No

If No, complete the Protocol Deviations page
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205202: EVALUATION OF ADVERSE EVENTS (AEEVAL)
EVALUATION OF ADVERSE EVENTS

Record subject's response to the below question.

1. Have you felt unwell or experienced any symptoms (since your last visit) (today) (since your last dose) (since the 
last session)?
[AE Evaluation at Visit] 

[AESYMANY1] 
Yes
No

If Yes, complete Adverse Events page
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205202: SUBJECT ADHERENCE TO SUBJECT RESTRICTIONS (RESADHERE)
SUBJECT ADHERENCE TO SUBJECT RESTRICTIONS

1. Did the subject adhere to the subject restrictions since the previous visit?
[Subject Adherence to Subject Restrictions] 

[RESADH] 
Yes
No

If No, complete the Protocol Deviations page
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205202: EVALUATION OF ADVERSE EVENTS AND CONCOMITANT MEDICATIONS (AECMEVAL)
EVALUATION OF ADVERSE EVENTS AND CONCOMITANT MEDICATIONS

Record subject's response to the below questions.

1. Have you felt unwell or experienced any symptoms (since your last visit) (today) (since your last dose) (since the 
last session)?
[AE Evaluation at Visit] 

[AESYMANY] 
Yes
No

If Yes, complete Adverse Events page

2. Have there been any changes to your concomitant medication use (existing or new) since your last visit?
[CONMED Changes at Visit] 

[CMCHANGE] 
Yes
No

If Yes, complete Concomitant Medications page
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205202: ORAL SOFT TISSUE EXAMINATION (EDENTULOUS) (OSTEXAM)
DATE/TIME OF ASSESSMENT

1. Date and Time of Assessment
[Date and Time of Assessment] 

[EOSDTTM] 
/ / 

: 24-hour clock

ORAL SOFT TISSUE EXAMINATION (EDENTULOUS)

Note: Any new or worsened Oral Soft Tissue conditions since the previous evaluation should be recorded as an Adverse Event.

2. Maxillary Mucogingival Fold
[Maxillary Mucogingival Fold] 

[EOSRESCD1] 
Normal
[cmpEOSAB1] 
Abnormal
[EOSABLOC1] 
Location of abnormality:

Right Left Right and Left

[EOSABDESC1] 
Describe abnormality:

[EOSREASND1] 
Not Examined, provide details:

3. Maxillary Edentulous Gingival Mucosa
[Maxillary Edentulous Gingival Mucosa] 

[EOSRESCD2] 
Normal
[cmpEOSAB2] 
Abnormal
[EOSABLOC2] 
Location of abnormality:

Right Left Right and Left

[EOSABDESC2] 
Describe abnormality:

[EOSREASND2] 
Not Examined, provide details:

4. Maxillary Hard Palate
[Maxillary Hard Palate] 

[EOSRESCD3] 
Normal
[cmpEOSAB3] 
Abnormal
[EOSABLOC3] 
Location of abnormality:

Right Left Right and Left

[EOSABDESC3] 
Describe abnormality:

[EOSREASND3] 
Not Examined, provide details:
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5. Maxillary Soft Palate
[Maxillary Soft Palate] 

[EOSRESCD4] 
Normal
[cmpEOSAB4] 
Abnormal
[EOSABLOC4] 
Location of abnormality:

Right Left Right and Left

[EOSABDESC4] 
Describe abnormality:

[EOSREASND4] 
Not Examined, provide details:

6. Mandibular Mucogingival Fold
[Mandibular Mucogingival Fold] 

[EOSRESCD5] 
Normal
[cmpEOSAB5] 
Abnormal
[EOSABLOC5] 
Location of abnormality:

Right Left Right and Left

[EOSABDESC5] 
Describe abnormality:

[EOSREASND5] 
Not Examined, provide details:

7. Mandibular Edentulous Gingival Mucosa (if applicable)
[Mandibular Edentulous Gingival Mucosa] 

[EOSRESCD6] 
Normal
[cmpEOSAB6] 
Abnormal
[EOSABLOC6] 
Location of abnormality:

Right Left Right and Left

[EOSABDESC6] 
Describe abnormality:

[EOSREASND6] 
Not Examined, provide details:

Not Applicable

8. Gingival Mucosa (if applicable)
[Gingival Mucosa] 

[EOSRESCD7] 
Normal
[cmpEOSAB7] 
Abnormal
[EOSABLOC7] 
Location of abnormality:

Right Left Right and Left

[EOSABDESC7] 
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Describe abnormality:

[EOSREASND7] 
Not Examined, provide details:

Not Applicable

9. Labial Mucosa (including lips)
[Labial Mucosa] 

[EOSRESCD8] 
Normal
[cmpEOSAB8] 
Abnormal
[EOSABLOC8] 
Location of abnormality:

Right Left Right and Left

[EOSABDESC8] 
Describe abnormality:

[EOSREASND8]
Not Examined, provide details:

10. Buccal Mucosa
[Buccal Mucosa] 

[EOSRESCD9] 
Normal
[cmpEOSAB9] 
Abnormal
[EOSABLOC9] 
Location of abnormality:

Right Left Right and Left

[EOSABDESC9] 
Describe abnormality:

[EOSREASND9] 
Not Examined, provide details:

11. Tongue
[Tongue] 

[EOSRESCD10] 
Normal
[cmpEOSAB10] 
Abnormal
[EOSABLOC10] 
Location of abnormality:

Right Left Right and Left

[EOSABDESC10] 
Describe abnormality:

[EOSREASND10] 
Not Examined, provide details:
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12. Sublingual Area
[Sublingual Area] 

[EOSRESCD11] 
Normal
[cmpEOSAB11] 
Abnormal
[EOSABLOC11] 
Location of abnormality:

Right Left Right and Left

[EOSABDESC11] 
Describe abnormality:

[EOSREASND11] 
Not Examined, provide details:

13. Submandibular Area
[Submandibular Area] 

[EOSRESCD12] 
Normal
[cmpEOSAB12] 
Abnormal
[EOSABLOC12] 
Location of abnormality:

Right Left Right and Left

[EOSABDESC12] 
Describe abnormality:

[EOSREASND12] 
Not Examined, provide details:

14. Salivary Glands
[Salivary Glands] 

[EOSRESCD13] 
Normal
[cmpEOSAB13] 
Abnormal
[EOSABLOC13] 
Location of abnormality:

Right Left Right and Left

[EOSABDESC13] 
Describe abnormality:

[EOSREASND13] 
Not Examined, provide details:

15. Tonsilar
[Tonsilar] 

[EOSRESCD14] 
Normal
[cmpEOSAB14] 
Abnormal
[EOSABLOC14] 
Location of abnormality:

Right Left Right and Left

[EOSABDESC14] 
Describe abnormality:
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[EOSREASND14] 
Not Examined, provide details:

16. Pharyngeal
[Pharyngeal] 

[EOSRESCD15] 
Normal
[cmpEOSAB15] 
Abnormal
[EOSABLOC15] 
Location of abnormality:

Right Left Right and Left

[EOSABDESC15] 
Describe abnormality:

[EOSREASND15] 
Not Examined, provide details:
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205202: SUBJECT ELIGIBILITY (ELIG)
SUBJECT ELIGIBILITY

NOTE: If the subject is not eligible to continue in the study, complete the Study Conclusion visit. 

1. On the basis of Visit assessment(s), is the subject eligible and fit to participate in the next part of the study?
[Subject eligible to continue in the study] 

[ELIG] 
Yes
No
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205202: SUBJECT RANDOMISATION (RAND)
SUBJECT RANDOMISATION

1. Was subject randomised?
[Subject randomised] 

[RANDYN] 
[cmpRAND_Yes] 
[RANDNUM] 
Yes, provide: 
Randomisation Number

[RANDDTTM] 
Randomisation Date

/  / 
No
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205202: STAIN ASSESSMENT (PRE -TREATMENT) (STAIN (PRE))
DATE/TIME OF STAIN ASSESSMENT

1. Date and Time of Stain Assessment
[Date and Time of Stain Assessment] 

[STAINDTTM] 
/ / 

: 24-hour clock

STAIN ASSESSMENT

Scale 
Score Criteria

0 No staining detectable 

1 Little staining (<25% of surface stained)

2 Moderate staining of surface (25-50% of surface stained)

3 Severe staining of surface (>50% of surface stained)

2. Tissue Fitting Surface
[Tissue Fitting Surface] 

[STNTISFIT]

3. The polished surfaces
[The polished surfaces] 

[STNPOLSUR] 

4. Teeth
[Teeth] 

[STNTEETH] 

5. Was a repeatability assessment performed?
[Was a repeatability performed] 

[STNRPT]
Yes
No
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205202: STAIN ASSESSMENT (PRE - TREATMENT) REPEATABILITY (STAINRPT (PRE))
DATE/TIME OF STAIN ASSESSMENT

1. Date and Time of Stain Assessment
[Date and Time of Stain Assessment] 

[STAINDTTM] 
/ / 

: 24-hour clock

STAIN ASSESSMENT

Scale 
Score Criteria

0 No staining detectable 

1 Little staining (<25% of surface stained)

2 Moderate staining of surface (25-50% of surface stained)

3 Severe staining of surface (>50% of surface stained)

2. Tissue Fitting Surface
[Tissue Fitting Surface] 

[STNTISFIT]

3. The polished surfaces
[The polished surfaces] 

[STNPOLSUR] 

4. Teeth
[Teeth] 

[STNTEETH] 
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205202: PLAQUE ASSESSMENT (PRE - TREATMENT) (PLAQUE (PRE))
DATE/TIME OF PLAQUE ASSESSMENT

1. Date and Time of Plaque Assessment
[Date and Time of Plaque Assessment] 

[PLDTTM] 
/ / 

: 24-hour clock

PLAQUE ASSESSMENT

Scale 
Score Criteria

0 No visible plaque; no matter adherent to the side of the dental probe on light scraping 

1 No visible plaque; matter adherent to the side of the dental probe on light scraping 

2 Deposits of plaque just visible on careful examination without need to confirm by scraping

3 Deposits of plaque clearly visible

4 Gross plaque deposits (“velvet appearance”)

2. Tissue Fitting Surface
[Tissue Fitting Surface] 

[PLQTISFIT]

3. The polished surfaces
[The polished surfaces] 

[PLQPOLSUR] 

4. Teeth
[Teeth] 

[PLQTEETH] 

5. Was a repeatability assessment performed?
[Was a repeatability assessment performed] 

[PLQRPT]
Yes
No
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205202: PLAQUE ASSESSMENT (PRE - TREATMENT) REPEATABILITY (PLAQUERPT (PRE))
DATE/TIME OF PLAQUE ASSESSMENT

1. Date and Time of Plaque Assessment
[Date and Time of Plaque Assessment] 

[PLDTTM] 
/ / 

: 24-hour clock

PLAQUE ASSESSMENT

Scale 
Score Criteria

0 No visible plaque; no matter adherent to the side of the dental probe on light scraping 

1 No visible plaque; matter adherent to the side of the dental probe on light scraping 

2 Deposits of plaque just visible on careful examination without need to confirm by scraping

3 Deposits of plaque clearly visible

4 Gross plaque deposits (“velvet appearance”)

2. Tissue Fitting Surface
[Tissue Fitting Surface] 

[PLQTISFIT]

3. The polished surfaces
[The polished surfaces] 

[PLQPOLSUR] 

4. Teeth
[Teeth] 

[PLQTEETH] 
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205202: MICROBIOLOGY SAMPLING (DISC SAMPLING) PRE - TREATMENT (MICRODISC (PRE))
MICROBIOLOGY SAMPLING (DISC SAMPLING) PRE - TREATMENT

1. Was Microbiology Disc sample taken?
[Was Microbiology Disc sample taken] 

[MDISCSMP] 
[MDISCDTTM] 
Yes, Please provide 
Date and Time of Sample

/  / 

:  24-hour clock
[MDISCSID1] 
Microbiology Disc Sample ID1

[MDISCSID2] 
Microbiology Disc Sample ID2

No

2. Was Microbiology Disc Sampling performed per protocol?
[Was Microbology Disc performed] 

[MDISC] 
Yes
No

If No, complete the Protocol Deviations page

Page 55 of 78Annotated Study Book - 205202

8/3/2016...Page 55 

 

Document Name  

Type Version Document Identifier Effective Date 

    

Reason For Issue  
 

 

 

 

 

 

 

 

 

 

 

 

 

 

03-Aug-2016 02:11:50eldo_clinical_doc 2.0; Most-Recent; Effective; CURRENT

205202 Blank eCRF.pdf

Annotation Updated and Re-approved
090032d580bfc429

Page 40

 

Document Name  

Type Version Document Identifier Effective Date 

    

Reason For Issue  
 

 

 

 

 

 

 

 

 

 

 

 

 

 

gsk-205202-clinical-study-report.pdf

eldo_controlled 0.2; CURRENT; Most-Recent; Reviewed 090032d581229ab2

PPD



205202: PRODUCT DISPENSING INFORMATION (PRODDISP)
PRODUCT DISPENSING INFORMATION

1. Was Study product Dispensed?
[Was Study product Dispensed] 

[DADIS] 
[DADDTTM] 
Yes, Date and Time of Product Dispensed

/  / 

:  24-hour clock
No
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205202: SUPERVISED PRODUCT USE (PRODADMIN)
SUPERVISED PRODUCT USE

1. Date and Time Denture Cleansing Started
[Date and Time Product Started] 

[EXSTDTTM] 
/ / 

: 24-hour clock

2. Date and Time Denture Cleansing Stopped
[Date and Time Product Stopped] 

[EXENDTTM] 
 / / 

: 24-hour clock

3. Was the Denture Cleansing performed as per the protocol?
[Denture Cleansing performed as per the protocol] 

[EXDENCL] 
Yes
No

If No, complete the Protocol Deviations page
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205202: PLAQUE ASSESSMENT (POST - TREATMENT) (PLAQUE (POST))
DATE/TIME OF PLAQUE ASSESSMENT

1. Date and Time of Plaque Assessment
[Date and Time of Plaque Assessment] 

[PLDTTM] 
/ / 

: 24-hour clock

PLAQUE ASSESSMENT

Scale 
Score Criteria

0 No visible plaque; no matter adherent to the side of the dental probe on light scraping 

1 No visible plaque; matter adherent to the side of the dental probe on light scraping 

2 Deposits of plaque just visible on careful examination without need to confirm by scraping

3 Deposits of plaque clearly visible

4 Gross plaque deposits (“velvet appearance”)

2. Tissue Fitting Surface
[Tissue Fitting Surface] 

[PLQTISFIT]

3. The polished surfaces
[The polished surfaces] 

[PLQPOLSUR] 

4. Teeth
[Teeth] 

[PLQTEETH] 

5. Was a repeatability assessment performed?
[Was a repeatability assessment performed] 

[PLQRPT]
Yes
No
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205202: PLAQUE ASSESSMENT (POST - TREATMENT) REPEATABILITY (PLAQUERPT (POST))
DATE/TIME OF PLAQUE ASSESSMENT

1. Date and Time of Plaque Assessment
[Date and Time of Plaque Assessment] 

[PLDTTM] 
/ / 

: 24-hour clock

PLAQUE ASSESSMENT

Scale 
Score Criteria

0 No visible plaque; no matter adherent to the side of the dental probe on light scraping 

1 No visible plaque; matter adherent to the side of the dental probe on light scraping 

2 Deposits of plaque just visible on careful examination without need to confirm by scraping

3 Deposits of plaque clearly visible

4 Gross plaque deposits (“velvet appearance”)

2. Tissue Fitting Surface
[Tissue Fitting Surface] 

[PLQTISFIT]

3. The polished surfaces
[The polished surfaces] 

[PLQPOLSUR] 

4. Teeth
[Teeth] 

[PLQTEETH] 
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205202: MICROBIOLOGY SAMPLING (DISC SAMPLING) POST - TREATMENT (MICRODISC (POST))
MICROBIOLOGY SAMPLING (DISC SAMPLING) POST - TREATMENT

1. Was Microbiology Disc sample taken?
[Was Microbiology Disc sample taken] 

[MDISCSMP] 
[MDISCDTTM] 
Yes, Please provide 
Date and Time of Sample

/  / 

:  24-hour clock
[MDISCSID1] 
Microbiology Disc Sample ID1

[MDISCSID2] 
Microbiology Disc Sample ID2

No

2. Was Microbiology Disc Sampling performed per protocol?
[Was Microbology Disc performed] 

[MDISC] 
Yes
No

If No, complete the Protocol Deviations page
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205202: COMPLIANCE CHECK (COMPCHK)
COMPLIANCE CHECK

1. Was Product Returned for a compliance check?
[Was Product Returned for a compliance check] 

[COMCHK]
Yes
No

2. Number of missed cleanings
[Number of missed cleanings] 

[MISCLEAN] 

3. Number of additional cleanings
[Number of additional cleanings] 

[ADDCLEAN] 
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205202: PRODUCT RETURN INFORMATION (PRODRET)
PRODUCT RETURN INFORMATION

1. Was study Product Returned?
[Was study Product Returned] 

[DARRET_1] 
[DARDTTM] 
Yes, Date and Time Product Returned

/  / 

:  24-hour clock
No
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205202: COMPLIANCE CHECK (COMPCHK)
COMPLIANCE CHECK

1. Number of missed cleanings
[Number of missed cleanings] 

[MISCLEAN] 

2. Number of additional cleanings
[Number of additional cleanings] 

[ADDCLEAN] 
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205202: SUBJECT ASSESSMENT QUESTIONNAIRE (SAQ) - PRE (SUBJQ (PRE))
DATE/TIME OF SUBJECT QUESTIONNAIRE

1. Date and Time of Subject Questionnaire
[Date and Time of Subject Questionnaire] 

[SUBJQDTTM] 
/ / 

: 24-hour clock

SUBJECT ASSESSMENT QUESTIONNAIRE (SAQ)

Ask the subject to take a look at the upper denture outside the mouth. Then, ask the subject to rate Question 1. 
(Select only one) 

2. 1. How clean does your denture look?
[How clean does your denture look] 

[SUBJQ1] 
Very clean
Fairly clean
Not very clean
Not at all clean
Don’t know

After placing the upper denture back in the mouth, ask the subject to rate questions 2 and 3. 
(Select only one)

3. 2. How fresh does your denture feel?
[How fresh does your denture feel] 

[SUBJQ2] 
Very fresh
Fairly fresh
Not very fresh
Not at all fresh
Don’t know

4. 3. How does your breath feel?
[How does your breath feel] 

[SUBJQ3] 
Very fresh
Fairly fresh
Not very fresh
Not at all fresh
Don’t know

Ask the subject to run the tongue along the surfaces of the upper denture including the teeth. Then ask the subject to answer the following question. 
(Select only one)

5. 4. How clean does your denture feel?
[How clean does your denture feel] 

[SUBJQ4] 
Very clean
Fairly clean
Not very clean
Not at all clean
Don’t know
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205202: SUBJECT ASSESSMENT QUESTIONNAIRE (SAQ) - POST (SUBJQ (POST))
DATE/TIME OF SUBJECT QUESTIONNAIRE

1. Date and Time of Subject Questionnaire
[Date and Time of Subject Questionnaire] 

[SUBJQDTTM] 
/ / 

: 24-hour clock

SUBJECT ASSESSMENT QUESTIONNAIRE (SAQ)

Ask the subject to take a look at the upper denture outside the mouth. Then, ask the subject to rate Question 1. 
(Select only one) 

2. 1. How clean does your denture look?
[How clean does your denture look] 

[SUBJQ1] 
Very clean
Fairly clean
Not very clean
Not at all clean
Don’t know

After placing the upper denture back in the mouth, ask the subject to rate questions 2 and 3. 
(Select only one)

3. 2. How fresh does your denture feel?
[How fresh does your denture feel] 

[SUBJQ2] 
Very fresh
Fairly fresh
Not very fresh
Not at all fresh
Don’t know

4. 3. How does your breath feel?
[How does your breath feel] 

[SUBJQ3] 
Very fresh
Fairly fresh
Not very fresh
Not at all fresh
Don’t know

Ask the subject to run the tongue along the surfaces of the upper denture including the teeth. Then ask the subject to answer the following question. 
(Select only one)

5. 4. How clean does your denture feel?
[How clean does your denture feel] 

[SUBJQ4] 
Very clean
Fairly clean
Not very clean
Not at all clean
Don’t know
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205202: STAIN ASSESSMENT (POST - TREATMENT) (STAIN (POST))
DATE/TIME OF STAIN ASSESSMENT

1. Date and Time of Stain Assessment
[Date and Time of Stain Assessment] 

[STAINDTTM] 
/ / 

: 24-hour clock

STAIN ASSESSMENT

Scale 
Score Criteria

0 No staining detectable 

1 Little staining (<25% of surface stained)

2 Moderate staining of surface (25-50% of surface stained)

3 Severe staining of surface (>50% of surface stained)

2. Tissue Fitting Surface
[Tissue Fitting Surface] 

[STNTISFIT]

3. The polished surfaces
[The polished surfaces] 

[STNPOLSUR] 

4. Teeth
[Teeth] 

[STNTEETH] 

5. Was a repeatability assessment performed?
[Was a repeatability performed] 

[STNRPT]
Yes
No

Page 66 of 78Annotated Study Book - 205202

8/3/2016...Page 66 

 

Document Name  

Type Version Document Identifier Effective Date 

    

Reason For Issue  
 

 

 

 

 

 

 

 

 

 

 

 

 

 

03-Aug-2016 02:11:50eldo_clinical_doc 2.0; Most-Recent; Effective; CURRENT

205202 Blank eCRF.pdf

Annotation Updated and Re-approved
090032d580bfc429

Page 41

 

Document Name  

Type Version Document Identifier Effective Date 

    

Reason For Issue  
 

 

 

 

 

 

 

 

 

 

 

 

 

 

gsk-205202-clinical-study-report.pdf

eldo_controlled 0.2; CURRENT; Most-Recent; Reviewed 090032d581229ab2

PPD



205202: STAIN ASSESSMENT (POST - TREATMENT) REPEATABILITY (STAINRPT (POST))
DATE/TIME OF STAIN ASSESSMENT

1. Date and Time of Stain Assessment
[Date and Time of Stain Assessment] 

[STAINDTTM] 
/ / 

: 24-hour clock

STAIN ASSESSMENT

Scale 
Score Criteria

0 No staining detectable 

1 Little staining (<25% of surface stained)

2 Moderate staining of surface (25-50% of surface stained)

3 Severe staining of surface (>50% of surface stained)

2. Tissue Fitting Surface
[Tissue Fitting Surface] 

[STNTISFIT]

3. The polished surfaces
[The polished surfaces] 

[STNPOLSUR] 

4. Teeth
[Teeth] 

[STNTEETH] 
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205202: MICROBIOLOGY SAMPLING (DENTURE SONICATE) POST - TREATMENT (MICRODENT (POST))
MICROBIOLOGY SAMPLING (DENTURE SONICATE) POST - TREATMENT

1. Was Microbiology Denture Sonicate Sample taken?
[Was Microbiology Denture Sonicate sample taken] 

[MDENTSMP] 
[MDENTDTTM] 
Yes, Please provide 
Date and Time of Sample

/  / 

:  24-hour clock
[MDENTSID1] 
Microbiology Denture Sonicate Sample ID

No

2. Was Microbiology Denture Sonicate Sampling performed per protocol?
[Was Microbology Denture sample performed] 

[MDENT] 
Yes
No

If No, complete the Protocol Deviations page 
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205202: ANY ADVERSE EVENTS, PAST/CONCOMITANT MEDICATIONS AND NON-DRUG TREATMENTS (AE-CONMED-NONDRUG)
ANY ADVERSE EVENTS, PAST/CONCOMITANT MEDICATIONS AND NON-DRUG TREATMENTS

1. Is the subject taking past / concomitant medications?
[Any Medications] 

[CMANY] 
Yes
No

If Yes, complete Concomitant Medications page

2. Did the subject have any Non-Drug Treatment / Procedures during the study?
[Any Non-Drug Treatment / Procedures] 

[NDANY] 
Yes
No

If Yes, complete Concomitant Non-Drug Treatment / Procedures page

3. Did the subject experience any adverse events?
[Any AE] 

[AEANY] 
Yes
No

If Yes, complete Adverse Events page
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205202: PAST/CONCOMITANT MEDICATIONS (CONMED) - Repeating Form
# Drug Name Reason for Medication Route of Administration Dose per Administration Dose Frequency Start Date Ongoing Medication

1

PAST/CONCOMITANT MEDICATIONS

1. Drug Name 
(trade name preferred)
[Drug Name] 

[CMTERM] 

2. Reason for Medication
[Reason for Medication] 

[CMREAS] 

3. Route of Administration
[Route of Administration] 

[CMROUTCD] 
[clROUTE]

4. Dose per Administration
[Dose per Administration] 

[cmpCMDOSE] 
[CMUDOS] 
Dose

[CMDOSU] 
Unit [clDOSUNIT]

5. Frequency
[Dose Frequency] 

[CMFREQ] 
[clDOSEFREQ]

6. Start Date
[Start Date] 

[CMSTDT] 
 / / 

7. Ongoing Medication?
[Ongoing Medication] 

[CMONGO] 
Yes
[CMENDT] 
No, provide End Date:

/  / 

   Note: Hidden items are not displayed.
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205202: CONCOMITANT NON-DRUG TREATMENT/PROCEDURES (NONDRUG) - Repeating Form
# Non-Drug Treatment / Procedure Name Reason for Non-Drug Treatment / Procedure Frequency Start Date Ongoing Non-Drug Treatment / Procedure

1

CONCOMITANT NON-DRUG TREATMENT/PROCEDURES

1. Name of Non-Drug Treatment / Procedure
[Non-Drug Treatment / Procedure Name] 

[NDTERM] 

2. Reason for Non-Drug Treatment / Procedure
[Reason for Non-Drug Treatment / Procedure] 

[NDREAS] 

3. Frequency
[Frequency] 

[NDFREQ] 

4. Start Date
[Start Date] 

[NDSTDT] 
 / / 

5. Ongoing Non-Drug Treatment / Procedure?
[Ongoing Non-Drug Treatment / Procedure] 

[NDONGO] 
Yes
[NDENDT] 
No, provide End Date:

/  / 

   Note: Hidden items are not displayed.
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205202: ADVERSE EVENTS (AE) - Repeating Form
# Adverse Event Start Date and Time Outcome Frequency Intensity Relationship to Investigational Product Action Taken with the Investigational Product Serious Subject Withdrawn

1

ADVERSE EVENTS

1. Adverse Event
[Adverse Event] 

[AETERM] 

2. Start Date and Time
[Start Date and Time ] 

[AESTDTTM1] 
 / / 

 : 24-hour clock

3. Outcome / End Date and Time
[Outcome] 

[AEOUTCD] 
[AEENDTTM1] 
Recovered/Resolved, provide End Date and Time:

/  / 

:  24-hour clock
Recovering/Resolving
Not recovered/Not resolved
[AEENDTTM2] 
Recovered/Resolved with sequelae, provide End Date and Time:

/  / 

:  24-hour clock
[AEENDTTM3] 
Fatal, provide Death Date and Time:

/  / 

:  24-hour clock

4. Frequency
[Frequency] 

[AEFREQCD] 
Single Episode
Intermittent

5. Intensity
[Intensity] 

[AESEVCD] 
Mild
Moderate
Severe

6. Is there a reasonable possibility that the AE may have been caused by the investigational product?
[Relationship to Investigational Product] 

[AEREL]
Yes
No

7. Action taken with the investigational product as a result of the AE
[Action Taken with the Investigational Product] 

[AEACTRCD] 
Investigational product(s) withdrawn
Dose reduced
Dose increased
Dose not changed
Dose interrupted
Not applicable

8. Serious
[Serious] 

[AESER] 
Yes
No

NOTE: All serious adverse events must be reported to the study manager within 24 hours and require 
additional reporting on an SAE form 

9. Did the subject withdraw from study as a result of this AE? [AEWD] 
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[Subject Withdrawn] Yes
No

If Yes, complete the Study Conclusion page with primary reason for withdrawal as Adverse Event

   Note: Hidden items are not displayed.
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205202: ANY PROTOCOL DEVIATIONS (ANY DEVIATION)
ANY PROTOCOL DEVIATIONS

1. Have there been any protocol deviations?
[Any Deviations] 

[DVANY] 
Yes
No

If Yes, complete Deviations page
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205202: PROTOCOL DEVIATIONS (DEVIATION)
Protocol Deviation Start Date/Time of Deviation End Date/Time of Deviation

1.

PROTOCOL DEVIATIONS Entry

1.1 Protocol Deviation
[Protocol Deviation] 

[DVTERM] 

1.2 Start Date/Time of Deviation
[Start Date/Time of Deviation] 

[DVSTDTTM] 
/ / 

: 24-hour clock

1.3 End Date/Time of Deviation
[End Date/Time of Deviation] 

[DVENDTTM] 
/ / 

: 24-hour clock

   Note: Hidden items are not displayed.
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205202: ANY INCIDENTS (ANY INCIDENT)
ANY INCIDENTS

1. Did the subject experience any incidents with the medical device?
[Any Incidents] 

[INANY] 
Yes
No

If Yes, complete Incidents page
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205202: INCIDENTS (INCIDENT)
List incidents with the medical device provided

Incident

1.

INCIDENTS Entry

1.1 Incident
[Incident] 

[INTERM] 

   Note: Hidden items are not displayed.
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205202: STUDY CONCLUSION (STUDYCONC)
STUDY CONCLUSION

1. Date of subject completion or withdrawal
[Date of subject completion or withdrawal] 

[DSSTDT] 
/ / 

2. Was the subject withdrawn from study?
[Subject withdrawn from study] 

[DSFAIL] 
[DSRSCD] 
Yes, provide primary reason for withdrawal:

[DSRSSP1] 
Subject did not meet study criteria; specify the criterion or assessment not met 
NOTE: If the subject failed Inclusion/Exclusion criteria, specify the criteria numbers failed with a 
prefix of I(Inclusion criteria) or E(Exclusion criteria)

Adverse Event, complete Adverse Events page
Lost to Follow-up
[DSRSSP4] 
Protocol Violation, specify details

[DSRSSP5] 
Withdrawal of consent, specify details

[DSRSSP99] 
Other, specify details

No
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IEC: NHS Greater Glasgow & Clyde, WoSRES West of Scotland Research Ethics Service 
 
Chief Investigator: 
 
Title Forename/Initials Surname:  
Post: Senior Clinical Lecturer 
Qualifications: BDS (Hons) MFDS PhD ISFE FHEA 
Employer: University of Glasgow 
Work Address: F15 Glasgow Dental Hospital and School, 378 Sauchiehall Street, Glasgow 
Post Code: G2 3JZ 
Work E-mail:  
Personal E-mail:  
Work Telephone:  
Personal Telephone/Mobile:  
Fax:  
 
 
Other Key Investigators: 
 
Title Forename/Initials Surname: Professor  
Post: Professor of Microbiology 
Qualifications: BSc(Hons), PhD, 
Employer: University of Glasgow 
Work Address: L16 Level 9, Glasgow Dental Hospital & School, 378 Sauchiehall Street, Glasgow 
Post Code: G2 3JZ 
Telephone:  
Work E-mail:  
 
Title Forename/Initials Surname: Professor  
Post: Professor of Clinical Microbiology 
Qualifications: BDS PhD FDS FRCPath 
Employer: University of Glasgow 
Work Address: Level 6 Glasgow Dental Hospital and School, 378 Sauchiehall Street, Glasgow 
Post Code: G2 3JZ 
Telephone:  
Work E-mail:  
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205202 Study Consent form  
Version 5.0, 19/09/2016 
 

Page 1 of 2 

       

 

Version 5.0, 19/09/2016 
Study Number: 205202 

Subject Identification Number for this study: ________ 

 
 
 
 
CONSENT FORM  
 
Title: A method development clinical study to investigate the efficacy of the different 

frequencies of use of a denture cleanser 

Sponsor: GlaxoSmithKline Consumer Healthcare 

Principal Investigator: Dr Douglas Robertson 

                        ____ Please initial box_ 
 
1. I confirm that I have read and understood the Participant information sheet dated            

12/09/2016 (version 5.0) for the above study and have had the opportunity to 
consider the information and ask questions. I understand that by signing this 
consent form, I do not waive any of my legal rights. 

 

   

2. I understand that my participation is voluntary and that I am free to withdraw at 
any time, without giving any reason, without my medical care or legal rights being 
affected.   
I understand that compensation for my time on the study will be pro-rata should I 
choose to withdraw. 

 

   
3. I understand that sections of any of my records may be looked at by the 

researchers and responsible individuals from regulatory authorities, 
representatives from the Sponsor company, a designated quality assurance 
function, or from the ethics committee, where it is relevant to my taking part in 
research.  I give permission for these individuals to have access to my records. 

 

   
4. I give permission to the investigators to pass clinical data collected from my 

examination to my Dentist, and to inform them of my participation in the study. 

 

   
5. I agree to provide the contact details of my Doctor / General Practitioner (GP)  

and Dentist. I agree to my doctor and dentist being informed if deemed 
necessary – for example if I fall seriously ill whilst taking part in the study or any 
relevant medical/dental condition is diagnosed – and understand that I will be 
informed of any incidental findings identified throughout the course of the study. 

 

   
6. I give permission that the data collected from me will be transferred to countries 

outside the European Economic Area to be processed. 
 

 

 

 

Site Address:  University of Glasgow   

            Dental School 

             378 Sauchiehall St. 

             Glasgow, G2 3JZ 

                          United Kingdom 
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205202 Study Consent form  
Version 5.0, 19/09/2016 
 

Page 2 of 2 

   
7. I confirm that I have been shown the list of ingredients of the products to be used 

in this study and am not aware of having had a previous adverse or allergic 
reaction to any of the ingredients listed. 

 

   

8. I agree to take part in the above study.  
 
 

   

 
 
__________________________ _________________  _____________________________ 
Name of subject                                       Date                           Signature 

 
________________________          _________________            _____________________________ 
Name of Person taking consent  Date     Signature 
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Version 5.0; 2/9/2016   

Study Number: 205202 

 
Volunteer Identification Number for this study: _____________ 

 
 
 

 

 

Page 1 of 827髢 

Site Address:  University of Glasgow   
             Dental School, 
             378 Sauchiehall st, 
             Glasgow, G2 3JZ, 
                        United Kingdom, 
Phone number:  
  

 
 

 
PARTICIPANT INFORMATION SHEET 

 

 
  Study  Title: 
A method development clinical study to investigate the efficacy 

of the different frequencies of use of a denture cleanser 
 

Please read this document carefully.   
Please ask if you do not understand or would like more information. 

 
 

1. Invitation to Participate 
You are being invited to participate in a research study conducted with the approval of a 
national research ethics committee. The sponsor company for this study is 
GlaxoSmithKline Consumer Healthcare (GSK CH). This study will be used as part of an 
educational qualification (MRes) for one of the researchers, although this will not impact on 
your participation or any aspects of the clinical trial.  You have been selected as a potential 
volunteer because you wear a full upper denture.  The following information is provided so 
that you can make an informed decision regarding your willingness to participate.  You do 
not need to decide today.  If you feel that it would help please discuss with family and 
friends and ask us if there is anything that is not clear or if you would like more information.   
 

2. Background and Purpose 
This research study is aimed at evaluating how often people with dentures should use a 
denture cleanser to keep their dentures clean. 
 

3. Voluntary Participation and Right to Refuse or Withdraw? 
It is up to you to decide whether you would like to take part in this study or not. You do not 
have to take part in this study.  You can take as much time as you need to decide upon 
taking part in this study.  You may refuse to participate or may discontinue participation at 
any time without any negative effects. The study investigator or clinician, the study sponsor, 
or a competent authority has the right to stop your participation in the study at any time with 
or without your consent, for any reason. If you decide you no longer wish to take part in this 
study, all the previously collected samples submitted for analysis before you withdrew from 
the study will still be analysed and reported. If after withdrawal from the study you wish any 
of your samples not analysed to be destroyed prior to the analysis, please inform us to this 
effect in writing. 
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Version 5.0; 2/9/16 

Study Number: 205202  

Volunteer Identification Number for this study: ________ 

 

 
Page 2 of 8 

4. Study  Procedures 
A total of 20 healthy volunteers will be selected for this study with a view to at least 17 
completing all of the visits. There are 2 treatment groups and you will be randomly 
(randomisation is like flipping a coin) allocated to which one you start the study on: One 
group will first clean their upper dentures with a denture cleanser once in the first week. 
They will then clean them as normal for a week.  Then change to using the cleanser daily 
for a further week.  The second group will do the same but in reverse order.  You then swap 
to the other treatment group after a break of a week.  
 
If you participate, you will be asked to attend 8 visits in total over the duration of up to 3-4 
weeks. Assessments will take place at Screening, Baseline, Day 3  and Day 7.  The second 
treatment period will follow the same pattern.  
 
You will need to complete a daily product use diary throughout the study.  
 
 
Study visits and procedures are listed in sequence below: 
 

Treatment Period 1: 

Visit 1 Screening Visit (Approximately 2 hour):  
This initial visit is to determine whether or not you are suitable to participate in the study 
and will include the following: Informed consent will be obtained.  You will be shown the list 
of study products’ ingredients to confirm you are not allergic to any of them. If female, you 
will be asked to confirm that you are currently using an acceptable method of birth control 
and are not knowingly pregnant.  You will be asked to confirm that you are willing to 
maintain this method of birth control throughout the study. You will also need to confirm that 
you are not breast-feeding.  
 
A medical/dental health history will be taken including medications or non-medication 
therapies taken normally. You will be asked to fill in a questionnaire about your opinion on 
denture care and how clean your dentures feel.  A clinical examination of your mouth, 
remaining teeth and dentures will be performed.   
 
If you are suitable to continue, the clinician will take a sample of plaque from your dentures 
and record any staining of the denture.  Your dentures, and where necessary your teeth 
also, will be cleaned.  The denture will be placed in a sonic bath (a high pressure water 
based cleaning bath) for 15 minutes to remove all bacteria. After cleaning, a second sample 
of plaque will be taken. The fluid that the dentures are cleaned in will be kept to test the 
amount of bacteria present.  You will be instructed on how and when to use the denture 
cleanser and given a diary to record your use of the denture cleanser..  
 
Visit 2 Baseline Visit (Day 0) (Approximately 1 hour):  
Changes in medical or dental history (since the last visit) are recorded and eligibility for the 
study confirmed.  The clinician will check the health of your mouth and assess any staining 
or plaque accumulation on the denture and will take a sample from the underside of the 
upper denture before and after supervised cleaning of the denture.  Throughout the study, 
samples will be stored and analysed as noted in “Plaque and Sonication Samples” below. 
 
You will be given instructions on the use of the denture cleanser product and will clean the 
dentures under supervision. In one arm of the study you will be cleaning only with water 
while in the other arm it will be with the product under investigation. You will be provided 
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with your allocated study product(s)  and diary card (to record when you clean your 
dentures).   
 
You will not be cleaning your denture again at home in the evening on this day. 
 

Visit 3 (Day 3) (Approximately 1 hour):  
Medical history and eligibility criteria will be reconfirmed noting any changes. Your 
completed diary card and product use will be checked.  The clinician will check the health of 
your mouth and assess any staining or plaque accumulation on the denture and will take a 
sample from the underside of the upper denture before and after supervised cleaning of the 
denture. Your product and diary card will be returned to you. 
 
You will not be cleaning your denture again at home in the evening on this day. 
 
Visit 4 (Day 7) (Approximately 1 hour):   
Changes in medical or dental history (since the last visit) are recorded.  You will be required 
to return all your empty and partly used denture cleanser if applicable at the end of this 
phase of the trial. Your completed diary card and product use will be checked.   
 
The clinician will check the health of your mouth and assess any staining or plaque 
accumulation on the denture and will take a sample from the underside of the denture 
before and after supervised cleaning of the denture.  The denture will also be taken and 
placed into a sonic bath for cleaning.  The fluid from the cleaning will be retained to test for 
the amount and type of microbes are present. Your teeth and dentures will then be cleaned 
if necessary.  You will be asked to fill in a further questionnaire about your experience.   
 

 
No Study Treatment for a week (7 days): 

You can clean your dentures and teeth as normal during this period 
 

Treatment Period 2: 

Visit 5  (Approximately 2 hours):  
Changes in medical or dental history (since the last visit) are recorded and eligibility for the 
study confirmed.  A clinical examination of your mouth (including those supporting the 
teeth) will be performed.  Your dentures, and where necessary your teeth also, will be 
cleaned.  Plaque samples will be taken from the upper denture before and after cleaning, 
an assessment of any staining of your dentures will be carried out and the denture will be 
placed in a sonic bath for 15 minutes to remove all bacteria.  
 
Visit 6 (Day 0) (Approximately 1 hour):  
Changes in medical or dental history (since the last visit) are recorded and eligibility for the 
study confirmed.  A clinical examination of your mouth (including those supporting the 
teeth) will be performed.  Plaque samples will be taken from the denture before and after 
cleaning, an assessment of any staining of your dentures will be carried out and the denture 
will be placed in a sonic bath for five minutes to remove all bacteria.  
 
You will be given instructions on the use of the denture cleanser product and will clean the 
dentures under supervision. In one arm of the study you will be cleaning only with water 
while in the other arm it will be with the product under investigation. You will be provided 
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with your study product(s) according to the allocation schedule and diary card (to record 
when you clean your dentures).   
 

Visit 7 (Day 3) (Approximately 1 hour):  
Medical history and eligibility criteria will be reconfirmed noting any changes and your 
completed diary card and product use will be checked.  The clinician will check the health of 
your mouth and assess any staining or plaque accumulation on the denture and will take a 
sample from the underside of the denture before and after supervised cleaning of the 
denture. Your product and diary card will be returned to you. 
 
Visit 8  (Day 7) (Approximately 1 hour):  
Changes in medical or dental history (since the last visit) are recorded.  You will be required 
to return all your empty and partly used denture cleanser if applicable at the end of this 
phase of the trial. Your completed diary card and product use will be checked.   
 
The clinician will check the health of your mouth and assess any staining or plaque 
accumulation on the denture and will take a sample from the underside of the denture 
before and after supervised cleaning of the denture.  The denture will also be taken and 
placed into a sonic bath for cleaning.  The fluid from the cleaning will be retained to test for 
the amount and type of microbes are present. Your teeth and dentures will then be cleaned 
if necessary.  You will be asked to fill in a further questionnaire about your experience 
before and after supervised cleaning of the denture.   
 
General Practitioner (GP) Contact: 
You will be asked to provide details of your GP and dentist. With your consent we will 
inform your dentist of any dental treatment required.  Your GP will not be informed or 
contacted unless you become seriously ill whilst taking part in the study. 
 
Any relevant incidental findings identified during the clinical trial will be communicated to 
you to discuss with the investigator and, if appropriate, your general medical practitioner 
and general dental practitioner will be informed. 
 
Plaque and Sonication Samples 
Plaque samples will be taken from your dentures at each visit and the sonication sampling 
(the water left from the denture cleaning bath) will take place on visits 1, 4, 5 and 8. The 
samples will be used to determine the amount and type of bacteria in your mouth. The 
samples will not be used for genetic testing or to test for any unknown diseases. 
 
The samples collected will be frozen at -70°C and initially stored in the University of 
Glasgow Dental School for up to 12 months following completion of the study.  After initial 
processing, the samples will be transferred to a University in Amsterdam (Academisch 
Centrum Tandheelkunde Amsterdam ACTA) for processing to assess the levels of bacteria.  
The samples will be destroyed once the analysis has been completed (no later than 12 
months after completion of the study).  
 
The samples will be taken and handled following the relevant laws or guidelines covering 
the collection, use, storage, transportation and disposal of human tissue and protection of 
data privacy (UK Human Tissue Act). To ensure that you are not identified by name, your 
plaque and sonication samples will be identified by a code that preserves your anonymity. 
Anyone who works with your samples will hold the information and results in confidence. 
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The location of your samples will be traceable using this unique code at any time from 
sample collection through to sample destruction. 
 
If you decide you no longer wish to take part in this study, all the previously collected 
samples submitted for analysis before you withdrew from the study will still be analysed and 
reported. If after withdrawal from the study you wish any of your samples not analyzed to be 
destroyed prior to the analysis, please inform us to this effect in writing. 
 

5. Possible Side effects of the Product or Risks from the Study Procedures. 
The denture cleanser used in this trial is a marketed product but it is important to 
understand that some risks are involved in clinical research, just as in routine medical care 
and activities of daily living. It is anticipated the risks of participating in this study are 
minimal.  There is always a possibility you will experience unexpected side effects. 
 
We do not expect you to experience any significant side effects from using the study 
products.  If you do experience a problem after leaving the site or up to 5 days after your 
last use of your study products, please inform a member of the study team. 
 
Emergency contact details: 

   
 
6. Possible Benefits to Volunteers 
Your dentures will be cleaned thoroughly at the beginning and end of each phase of the 
study.  There are no other expected benefits to participants but your involvement in the 
study will contribute to our knowledge of denture care. 
 

7. Sponsor Interest in Study 
Funding for this project is provided by GlaxoSmithKline (GSK) Consumer Healthcare. The 
sponsor company (GlaxoSmithKline Consumer Healthcare) will own the information 
resulting from the analyses, similar to information collected in the study.  None of this 
information will identify you, and you will not benefit financially aside from the compensation 
you receive for taking part in the study. 
 

8. If New Information Becomes Available 
If new information about the denture cleanser becomes available during the course of the 
study, staff will tell you about it and discuss with you whether or not you want to continue in 
the study. 
 

9. Are there any reasons why my participation in this study could be ended? 
You are free to withdraw from participating in this study at any time and for whatever 
reason, specified or unspecified, and without prejudice. The Investigator or sponsoring 
company may discontinue your participation at any time without your consent. The following 
are reasons why you may be asked to withdraw from the study: 
 

• If you are, or become pregnant. 

• The Investigator's request. 

• Your safety (such as an adverse reaction). 

• At your request. 

• If you don’t comply with the study procedures. 

• Your use of or need for other medications or therapy that could interfere with the 
study results. 
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10. Alternative procedures/products? 
Alternative products to reduce bacteria in the mouth are available on the market within the 
EU.  You will be asked not to use any other oral care products while participating in the 
study. 
 
11 Reimbursement to Volunteers 
Upon successfully completing all of the study procedures, you will receive a financial 
remuneration in the amount of £320. If you withdraw from the study early, you will receive 
£40 per visit completed. The amount of compensation you receive is a nominal sum for any 
inconvenience you may have experienced whilst participating in the study.  
 
12. What if something goes wrong? 

Compensation for any injury caused by taking part in this study will be in accordance with 
the guidelines of the Association of the British Healthcare Industries (ABHI). Broadly 
speaking the ABHI guidelines recommend that ‘the sponsor’, without legal commitment, 
should compensate you without you having to prove that it is at fault. This applies in cases 
where it is likely that such injury results from giving any new drug or any procedure carried 
out in accordance with the protocol for the study. ‘The sponsor’ will not compensate you 
where such injury results from any procedure carried out which is not in accordance with 
the protocol for the study. Your right at law to claim compensation for injury where you can 
prove negligence is not affected. Copies of the ABHI guidelines are available upon request. 
 
13. Confidentiality? 
If you consent to take part in this study, NHS Greater Glasgow and Clyde, the University of 
Glasgow and GSK, in accordance with international regulatory guidelines, will store the 
information collected during the study. The Investigator is responsible for safety and 
security of the data. Handling, processing, storage and destruction of personal data will be 
in accordance with the UK Data Protection Act 1998 and the University of Glasgow’s data 
Protection policy.  The information may also be made available within and outside the EU to 
monitors, auditors (both from the research organisation and Sponsor company), members 
of the Ethics Committee and staff from regulatory authorities, for the purposes of data 
verification.  
 
Only NHS Greater Glasgow and Clyde and University of Glasgow staff and the monitors will 
know that the information is related to you and this information is kept separate and 
confidential. Some study documents may also be looked at by authorised representatives 
from the NHS Greater Glasgow and Clyde or University of Glasgow to check that the study 
is being carried out in accordance with Good Clinical Practice research guidelines.  
Professional standards of confidentiality will be followed by the authorised representatives. 
A representative from the sponsor company may observe the study procedures at one or 
more study visits. 
 
 

The data from this study will be stored on a password protected electronic database called 
‘InForm’ and as anonymised laboratory samples. Only data needed to meet the study 
objectives will be collected. Throughout the study, you will be identified only by a unique 
identification number. Your name is never entered into the electronic database. Data will be 
transferred outside of the EU (to the USA and India) for data processing and analysis. 
Procedures will be put in place to protect your information even in countries whose data 
privacy laws are less strict than those of this country. 
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A description of this clinical study will be available on the GSK Clinical Study Register: 
http://www.gskclinicalstudyregister.com and may also appear in clinical trial/study registries 
in countries in which the clinical study is conducted. GSK may publish study results for 
medical journals, meetings and on the internet for other researchers to use; your name will 
not appear in any publication. 
 
14. Intellectual Property 
The information and any materials or items that you are given about or during the study 
should be considered the confidential business information of the study sponsor. You are; 
of course, free to discuss with your friends and family while considering whether to 
participate in this study or at any time when discussing your present or future healthcare. 
 

15. Complaints 
If you have a concern about any aspect of this study, you should ask to speak to the 
researchers who will do their best to answer your questions. Contact details are 
provided at the end of this information sheet. 
 
 If you remain unhappy and wish to complain formally you can do this through the NHS 
Research and Development, quoting reference 205202.   
 
Please write to:  
Mr  
Commercial Research Coordinator 
NHS Greater Glasgow & Clyde 
Research & Development Central Office 
West Glasgow Ambulatory Care Hospital 
Dalnair Street 
Yorkhill 
Glasgow, G3 8SJ 
Scotland, UK 

 
 

All communication will be dealt in strict confidence.  Every care will be taken to ensure your 
well-being and safety are not compromised during the course of the study. However, 
special insurance arrangements are in place (no-fault compensation) in the event that 
something unforeseen happens and on the balance of probabilities, harm is attributed to 
your participation in this study.   
 

16. Study results 
The results of this study may be presented at meetings and may be published. No 
participants will be identified in any report. They will also be accessible on 
www.clinicaltrials.gov. 
 
17. Contact to Ask Questions Regarding this Study, or in Case of Emergency 
You have the right to ask questions about this study at any time. You will be informed about 
any change to the study that might concern you. Should you have questions, please contact 

 at the research site on  during normal office hours. 
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If you wish to speak to an independent contact who is not involved in the study, 
although who will be able to offer advice or answer questions related to the study 
contact details are as follows:  
 
Dr  
L14 Level 9 
Glasgow Dental Hospital & School 
378 Sauchiehall Street 
Glasgow 

 
 

 
 
 

In case of emergency you can call available 24 hours. 

 

A copy of this information sheet and a signed consent form will be given to you. 
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